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fisJ 
PROGRAM INFORMATION 

N I H  awarding u n i t s  may u s e  t h e  N I R A  t o  emphasize areas of i n v e s t i g a t i o n  
t h a t  a r e  perceived t o  need s p e c i a l  emphasis. Therefore ,  any proposa l  
t h a t  does not  f a l l  w i t h i n  one of t h e  l i s t e d  areas w i l l  b e  r e t u r n e d .  It 
is  suggested t h a t  p o t e n t i a l  a p p l i c a n t s  c o n t a c t  one of t h e  i n d i v i d u a l s  
l i s t e d  below p r i o r  t o  submi t t ing  an  a p p l i c a t i o n .  

- Research programs on ag ing  suppor t  s t u d i e s  on t h e  b i o l o g i c a lN I A :  
p rocesses  of aging a t  t h e  c e l l u l a r ,  t i s s u e ,  body system and 
whole organism level;  c l i n i c a l  r e s e a r c h  on t h e  medical 
problems and d i s e a s e s  of t h e  aged; and t h e  s o c i a l ,  c u l t u r a l ,  
economic and psychologica l  f a c t o r s  a f f e c t i n g  both  t h e  ag ing  
process  and t h e  s t a t u s  of o l d e r  people  i n  s o c i e t y .  

D r .  Don Gibson 

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

Building 31, Room 5C06 

(301) 496-5398 


NIAID:  	 Research w i t h  c l i n i c a l  r e l e v a n c e  i n  v i r o l o g y ,  immunology, 
mycology and t r o p i c a l  d i s e a s e s .  

D r .  W i l l i a m  I. Gay 

Nat iona l  I n s t i t u t e  f o r  Al le rgy  


and I n f e c t i o u s  Diseases 
Westwood Bui ld ing ,  Room 703 
(301) 496-7291 

NIAMDD: 	 Research i n  t h e  fol lowing program areas: d i a b e t e s ,  endocrinology, 
metabolism, d i g e s t i v e  d i s e a s e s ,  l i ve r  d i s e a s e s ,  p a n c r e a t i c  
d i s e a s e s ,  n u t r i t i o n ,  hematology, r e n a l  physiology,  r e n a l  patho­
physiology,  urology and chronic  r e n a l  d i s e a s e s .  

D r .  George Brooks 

Nati'onal I n s t i t u t e  of A r t h r i t i s ,  


Metabolism, and D i g e s t i v e  Diseases  
Westwood Bui ld ing ,  Room 655 
(301) 496-7277 

N C I :  	 Research i n  cancer  e t i o l o g y ,  p r e v e n t i o n ,  d e t e c t i o n ,  d i a g n o s i s ,  
t rea tment ,  r e s t o r a t i v e  c a r e  and cancer  b io logy .  

D r .  Thomas J. King 
Nat iona l  Cancer I n s t i t u t e  
Bui lding 31, Room 10A03 
(301) 496-5147 
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NICHD: 	 Research r e l a t i n g  t o :  Mothers and c h i l d r e n  ( i n c l u d i n g  pregnancy 
and infancy ,  developmental  b io logy  and n u t r i t i o n ,  mental  r e t a r d a ­
t i o n ,  c h i l d  and adolescent  development);  and Popula t ion  ( inc luding  
reproduct ion ,  f e r t i l i t y - i n f e r t i l i t y ,  f e r t i l i t y  c o n t r o l ,  s o c i a l  
and b e h a v i o r a l  a s p e c t s  of reproduct ion ,  popula t ion  change),  wi th  
s p e c i a l  i n t e r e s t  i n  t h e  s o c i a l  and b e h a v i o r a l  a s p e c t s  of popula­
t i o n  research .  

D r .  B e t t y  P i c k e t t  
Nat iona l  I n s t i t u t e  of Child Heal th  

and Human Development 
Bui ld ing  31, Room 2A04 
(301) 496-1848 

NIDR:- Research i n  c a r i o l o g y ,  m i n e r a l i z a t i o n ,  c r a n i o f a c i a l  anomalies,  
n u t r i t i o n ,  d e n t a l  p a i n  c o n t r o l ,  p e r i o d o n t a l  d i s e a s e s ,  r e s t o r a ­
t ive  materials, s a l i v a r y  s e c r e t i o n s ,  s o f t  t i s s u e  d i s e a s e s  and 
s e l e c t e d  b e h a v i o r a l  s t u d i e s .  

D r .  George Hausch 

Nat iona l  I n s t i t u t e  of Dental  Research 

Westwood Bui ld ing ,  Room 509 

(301) 496-7748 


NIEHS: 	 Research i n  t h e  g e n e r a l  a r e a s  of epidemiology, i d e n t i f i c a t i o n  
of environmental  hazards ,  development of tes t  methods f o r  r i s k  
assessment ,  p o l l u t a n t  pharmacokinet ics  i n  both t h e  body and 
t h e  e x t e r n a l  environment, and molecular  and c e l l u l a r  mechanisms 
of damage. S p e c i a l  emphasis areas i n c l u d e  p h y s i c a l  f a c t o r s ,  
and, i n  p a r t i c u l a r ,  i o n i z i n g  and non-ionizing i r r a d i a t i o n ;  t h e  
e f f e c t s  of environmental  a g e n t s  on t h e  endocrine system, 
d i g e s t i o n  and n u t r i t i o n ;  t h e  s y n e r g i s t i c  and a d d i t i v e  e f f e c t s  
of smoking; t h e  e f f e c t s  of environmental  a g e n t s  upon t h e  immune 
system; and t h e  development of r a p i d ,  r e l i a b l e  and inexpensive 
tests f o r  t o x i c i t y .  

D r .  Edward Gardner 

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


Heal th  Sciences* 
Research T r i a n g l e  Park ,  NC 27709 
(919) 672-4019 

NEI:-	 Research r e l a t e d  t o  v i s i o n  and d i s o r d e r s  of t h e  v i s u a l  system: 
r e t i n a l ,  c h o r o i d a l  and c o r n e a l  d i s e a s e s ,  c a t a r a c t ,  glaucoma, 
sensory and motor d i s o r d e r s  and r e h a b i l i t a t i o n .  

D r .  Ronald Geller 
Nat iona l  Eye I n s t i t u t e  
Bui ld ing  31, Room 6A04 
(301) 496-4903 

-u? 
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NIGMS:  Research i n  anesthesiology,  trauma and burns.  

D r .  E l izabe th  O'Hern 

National  I n s t i t u t e  of General 


Medical Sciences 
Westwood Building,  Room 952 
(301) 496-7001 

NHLBI: 	 Research i n  areas r e l a t e d  t o  h e a r t ,  vascu la r ,  lung and blood 
d i seases  and blood resources .  

D r .  Jerome Green 

National  Heart, Lung, and Blood 


I n s t i t u t e  
Westwood Building , Room ?A1 7 
(301) 496-7416 


NLM:-	 Research i n  information sc ience  f o r  r ep resen ta t ion  of medical 
knowledge and i t s  a p p l i c a t i o n  t o  the  hea l th  c a r e  system. 
S tud ie s  using computer based systems f o r  information r e t r i e v a l  
and a p p l i c a t i o n  t o  a c t u a l  problems confront ing the  h e a l t h  
profess iona l .  Research i n  new methods of c l a s s i f y i n g ,  indexing 
and a b s t r a c t i n g  information f o r  t he  organiza t ion  of biomedical 
knowledge. Greater research  i n  user  needs and behavior and the  
p rope r t i e s  of t he  user lsystem i n t e r f a c e .  

D r .  Roger Dahlen 

National  Library  of Medicine 

Federa l  Bui lding,  Room 902 

(301) 496-4221 


NINCDS: 	 Research i n  b a s i c  and c l i n i c a l  neurosciences and i n  bas i c  and 
c l i n i c a l  communicative sc iences .  

D r  . John Dalton 

National  I n s t i t u t e  of Neurological and 


Communicative Disorders  and Stroke 
Federal  Bui lding,  Room 1016A 
(301) 496-9248 

DRR:-	 Research i n  the  fol lowing technologica l  a r eas :  computer s c i ence  
app l i ca t ions  i n  medicine, biomedical engineer ing,  nuc lear  
magnetic resonance, e l e c t r o n  s p i n  resonance, e l e c t r o n  micro­
scopy o r  biomedical k i n e t i c s .  Research i n  l abora to ry  animal 
sc iences  r e l a t e d  t o  e t io logy ,  pathogenesis  and c o n t r o l  of 
labora tory  animal d i seases  and environmental requirements 
of labora tory  animals.  S tud ie s  d i r e c t e d  toward f ind ing  
animal models of human d i sease .  

D r .  James O'Donnell 

Division of Research Resources 

Building 31, Room 5B03 

(301) 496-6023 


*Except a s  noted f o r  NIEHS a l l  I n s t i t u t e s  are loca ted  i n  Bethesda, M) 20205 
-

W.S. GOVERNMENT PRINTING OFFICE:1979 311-215/13 1-3 
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" 0 /'SPECIAL'  

/ / / / / / / ,  

OUTBREAK OF ECTROMELIA (MOUSF POX) 	 5 NOTICE5 
/ / I / / / ./ 

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .** ** 
*	* Ec t rome l ia  (mouse pox) has r e c e n t l y  been i d e n t i f i e d  ** 
* i n  a co lony o f  mice housed a t  t h e  N I H  campus i n  ** 
* Bethesda. Subsequent i n v e s t i g a t i o n s  revealed t h a t  **
* t h e  disease i s  present  i n  a t  l e a s t  one c o n t r a c t  *
* * 
** l a b o r a t o r y  t h a t  has exchanged mice o r  t h e i r  t i s s u e s  **
** w i t h  t h e  a f f e c t e d  N I H  l a b o r a t o r y .  Mice ob ta ined  **
* d i r e c t l y  f rom N I H  v e t e r i n a r y  resources c o l o n i e s  a r e  **
* 
*
* -n o t  i n f e c t e d .  Whi le  e c t r o m e l i a  does n o t  rep resen t  a **
* hazard t o  man, i t  i s  a w i d e l y  feared d isease i n  *
* 
* l a b o r a t o r y  mice. I n  s u s c e p t i b l e  co lon ies ,  i t  can ** 

* spread r a p i d l y  and be h i g h l y  f a t a l .  

* 
**** * * * Attempts a r e  be ing  made t o  a l e r t  those i n s t i t u t i o n s  *** by d i r e c t  c o n t a c t  t h a t  a r e  known t o  have rece ived  ** ** suspect animals o r  m a t e r i a l s .  I n  a d d i t i o n ,  N I H  has **3 i d e n t i f i e d  p r i n c i p a l  i n v e s t i g a t o r s  b e l i e v e d  t o  be **2 u t i l i z i n g  mice i n  t h e i r  s t u d i e s  and has a l e r t e d  ** 

b r '  
3 them d i r e c t l y .  ::** *** The exper ience a t  N I H  suggests t h a t  research i n s t i t u - ** * t i o n s  should n o t  assume t h a t  t h e i r  mouse c o l o n i e s  a re  

**
* f r e e  o f  ec t rome l ia  w i t h o u t  d e f i n i t e  p roo f .  ** 

* 

** 
* 

I n d i v i d u a l s  d e s i r i n g  a d d i t i o n a l  i n f o r m a t i o n  about ** 
** 

** e c t r o m e l i a  should c o n t a c t :  * *
* * 

** A l b e r t  E. New, DVM * *
* 
* D i r e c t o r ,  Labora to ry  o f  Animal Science, * 
*
** OD, N C I ,  N I H  ** 
* 9000 R o c k v i l l e  P i k e  **
*
* Bethesda , Maryland 20205 * 
* 2
*
*
* Telephone: (301 ) 496-1 866
* 
* 

**t*********************************************************~ 
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REPRINTING OF STATEMENT OF APPOINTMENT 

OF TRAINEE FORMS (PHS 2271, R E V .  8/78) 

DIVISION OF RESEARCH GRANTS 

The f i r s t  p r i n t i n g  of t h e  8/78 r e v i s i o n  of t h e  Statement  o f  Appointment-
of Tra inee  Form (PHS 2271) has an al ignment  problem invo lv ing  t h e  DRG 
S t a t i s t i c a l  Copy. The second p r i n t i n g  of t h e  8/78 r e v i s i o n  i s  now 
a v a i l a b l e  and should b e  used f o r  a l l  t r a i n e e  appointments .  Program 
D i r e c t o r s  should r e q u e s t  c o p i e s  from t h e i r  PHS awarding components. 
Cen t r a l  o f f i c e s  should  r e q u e s t  c o p i e s  from t h e  Div is ion  of Research 
Grants,  Na t iona l  I n s t i t u t e s  of Heal th ,  Bethesda, Maryland 20205. 

The f i r s t  p r i n t i n g ,  which can be  i d e n t i f i e d  by (1) t h e  i n s t r u c t i o n s  
s t a p l e d  t o  t h e  form, and (2) t h e  copy d i s t r i b u t 4 o n  i d e n t i f i c a t i o n  on 
t h e  bottom of such pages i n  b l ack  let ters,  should. be  des t royed .  The 
i n s t r u c t i o n s  on t h e  second p r i n t i n g  are an i n t e g r a l  p a r t  of t h e  form 
and t h e  copy i d e n t i f i c a t i o n  l e t t e r i n g  is i n  red.  
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NHLBI POLICY AND GUIDELINES FOR INVESTIGATOR-INITIATED 

COLLABORATIVE CLINICAL TRIALS 

The e x i s t e n c e  and a v a i l a b i l i t y  of a "Nat ional  Heart, Lung, and Blood 
I n s t i t u t e  P o l i c y  and Guide l ines  f o r  I n v e s t i g a t o r - I n i t i a t e d  C o l l a b o r a t i v e  
C l i n i c a l  Trials" is announced. 

This  document is  not a s o l i c i t a t i o n  o r  a program announcement seeking  
c o l l a b o r a t i v e  c l i n i c a l  trials. It  i s  a document which summarizes t h e  
p o l i c i e s  and g u i d e l i n e s  of NHLBI t o  a i d  p o t e n t i a l  a p p l i c a n t s .  Copies 
are a v a i l a b l e  from: 

Execut ive S e c r e t a r y  

C l i n i c a l  Tr ia ls  Review Committee 

Review Branch 

Divis ion  of Extramural A f f a i r s  

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

Room 548, Westwood Bui ld ing  

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

Bethesda,  Maryland 20205 
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STUDIES OF DIABETES MELLITUS AND RELATED PROBLEMS 

NATIONAL EYE INSTITUTE 
NATIONAL HEART, LUNG, AND BLOOD INSTITUTE 
NATIONAL INSTITUTE OF ALLERGY AND 

INFECT1OUS DISEASES 
NATIONAL INSTITUTE OF ARTHRITIS,  METABOLSIM 

AND DIGESTIVE DISEASES 
NATIONAL INSTITUTE OF CHILD HEALTH AND 

HUMAN DEVELOPMENT 
NATIONAL INSTITUTE OF DENTAL RESEARCH 
NATIONAL INSTITUTE OF ENVIRONMENTAL 

HEALTH SCIENCES 
NATIONAL INSTITUTE OF NEUROLOGICAL AND 

COMMUNICATIVE DISORDERS AND STROKE 
NATIONAL INSTITUTE ON AGING 

%w’ 	 The above-named I n s t i t u t e s  of t h e  Nat iona l  I n s t i t u t e s  of Heal th  i n v i t e  
a p p l i c a t i o n s  f o r  r e s e a r c h  g r a n t s  i n  t h e  gene ra l  area of d i a b e t e s  m e l l i t u s  
and r e l a t e d  problems. I n v e s t i g a t o r s  workinv i n  o t h e r  areas of r e s e a r c h  
are p a r t i c u l a r l y  encouraged t o  develop d i a b e t e s - r e l a t e d  p r o j e c t s  e i t h e r  
independent ly  o r ,  where a p p r o p r i a t e ,  i n  c o l l a b o r a t i o n  w i t h  i n d i v i d u a l s  
c u r r e n t l y  engaged i n  d i a b e t e s  r e sea rch .  

I .  PROGRAM SPECIFICATIONS 

A. Program Objec t ives  

Diabe tes  m e l l i t u s  and i t s  compl i ca t ions  are major p u b l i c  h e a l t h  
problems i n  t h e  United S t a t e s  today. I n  r e c o g n i t i o n  of t h i s ,  
t h e  Na t iona l  Commission on Diabe tes  recommended an  expanded 
n a t i o n a l  r e s e a r c h  e f f o r t  i n  b a s i c  and c l i n i c a l  r e s e a r c h  i n t o  
t h e  cause ,  c u r e  and p reven t ion  of d i a b e t e s  m e l l i t u s  and r e l a t e d  
endocr inologic  and metabol ic  d i s o r d e r s .  

B. Research Scope 

The emphasis of t h i s  s o l i c i t a t i o n  is  upon r e s e a r c h  i n  both  
d i a b e t e s  and d i a b e t e s - r e l a t e d  a c t i v i t i e s .  A c t i v i t i e s  i d e n t i f i e d  
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as be ing  r e l a t e d  t o  d i a b e t e s  gene ra l ly  f a l l  i n t o  one of t he  
fo l lowing  c a t e g o r i e s :  

1. p r o j e c t s  d i r e c t l y  concerned wi th  
2.  	 p r o j e c t s  d i r e c t l y  concerned wi th  

endocr ine ,  metabol ic ,  o r  vascu la r  
3. 	 p r o j e c t s  d i r e c t l y  concerned wi th  

n a t u r a l  h i s t o r y ,  o r  t rea tment  of 

d i a b e t e s ;  
d i abe te s - r e l a t ed  

d i s o r d e r s ;  
t he  p reven t ion ,  e t i o l o g y ,  
d i s o r d e r s  caused by d i a b e t e s ,  

w i t h i n  s p e c i f i c  organ systems;  and 
4 .  	 p r o j e c t s  which are no t  d i r e c t l y  concerned wi th  d i a b e t e s  

b u t  which could reasonably be expected t o  c o n t r i b u t e  
new knowledge relative t o  the  prevent ion ,  d i agnos i s ,  
o r  cure  of d i a b e t e s  o r  a d iabe te s -a s soc ia t ed  d i s o r d e r .  

Some areas of c u r r e n t  r e sea rch  i n t e r e s t  are l i s t e d  below. They are n o t  
l i s t e d  i n  any o rde r  of p r i o r i t y .  Moreover, t h e s e  are examples on ly ;  
o t h e r  areas of r e sea rch  may occur  t o  the  a p p l i c a n t  which are r e l a t e d  t o  
d i abe te s  and which would be appropr i a t e  t o  t h e  scope descr ibed  above: 

1. 	 AGING - Research on the  e f f e c t s  of age on the  e t i o l o g y ,  epidemiology, 
and pa thogenes is  of non-insulin-dependent d i a b e t e s .  S tud ie s  t h a t  
examine t h e  i n t e r r e l a t i o n s h i p  of t he  phys io log ica l  change wi th  age 
and d i a b e t e s  on t h e  mechanism of hormone release and a c t i o n ;  t h e  
e f f e c t s  on body composition, n u t r i t i o n ,  and p h y s i c a l  a c t i v i t y ;  
s t anda rds  f o r  d i agnos i s ;  and the  s p e c i a l  problems of compl ica t ions  
and t rea tment  of d i a b e t e s  i n  t h e  g e r i a t r i c  popula t ion  are a l s o  

a p p r o p r i a t e  . 
2. 	 ANZMAL MODELS - S t u d i e s  which develop o r  u t i l i z e  spontaneous o r  

induced animal models of insul in-dependent  o r  non insu l in  dependent 
d i a b e t e s  ( inc lud ing  t h e  r o l e  of o b e s i t y  and i n s u l i n  r e s i s t a n c e  i n  
the  l a t t e r  type ) ,  and which are d i r e c t e d  toward e l u c i d a t i n g  t h e  
e t iopa tho logy  of t h e s e  d i s o r d e r s  o r  t h e i r  complicat ions.  

3. 	 DENTAL COMPLICATIONS - Stud ies  on the  d e n t a l  compl ica t ions  of t he  
chronic  d i a b e t i c  syndrome, e s p e c i a l l y  on the  inc reased  s u s c e p t i b i l i t y  
of d i a b e t i c s  t o  pe r iodon ta l  d i sease .  Such s t u d i e s  MY focus  on a l ter­
a t i o n s  i n  whi te  ce l l  func t ions  (chemotaxis and phagocytos is ) ,  i n  t he  
o r a l  f l o r a ,  i n  t h e  immune response,  o r  i n  co l l agen  metabolism. S tud ie s  
on t h e  inc idence  of c l e f t  p a l a t e  i n  o f f s p r i n g  of d i a b e t i c  mothers,  
and r e sea rch  t o  develop a r t i f i c i a l  sugar  s u b s t i t u t e s  f o r  d i e t a r y  
c o n t r o l  of t oo th  decay and d i a b e t e s  are a l s o  appropr i a t e .  

4 .  	 DIAGNOSIS - Research i n t o  the  development of new o r  improved tech­
n iques  f o r  e s t a b l i s h i n g  t h e  d i agnos i s  of d i a b e t e s  and of t he  s p e c i f i c  
compl ica t ions  of d i a b e t e s ,  i nc lud ing  t h e  development of s a t i s f a c t o r y  

'urn-
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and r e l i a b l e  g e n e t i c ,  enzymatic,  biochemical ,  or o t h e r  markers of the  
v a r i o u s  types  of d i abe te s .  S t u d i e s  to  r e p l i c a t e  and f u r t h e r  r e f i n e  
t h e  a s s o c i a t i o n  of t h e  chlorpropamide-alcohol f l u s h  r e a c t i o n  wi th  
noninsulin-dependent d i a b e t e s .  S tud ie s  t o  i n v e s t i g a t e  t h e  v a l i d i t y  
of  t he  new " C l a s s i f i c a t i o n  and Diagnosis  of Diabe tes  Mel l i t u s"  ( see  
Diabe tes ,  December 1979) .  

5. 	 ENVIRONMENTAL FACTORS - Acute and chronic  t o x i c o l o g i c a l  e f f e c t s  of 
environmental  chemicals  on the  pancreas  wi th  r e f e r e n c e  t o  a c i n a r  c e l l  
c y t o t o x i c i t y ;  islet  ce l l  c y t o t o x i c i t y ;  e f f e c t s  l e a d i n g  t o  duc t  ob­
s t r u c t i o n ;  and cancer  induct ion .  S t u d i e s  on t h e  b a s i c  mechanisms of 
t o x i c  i n j u r y  t o  p a n c r e a t i c  cel ls  us ing  animal m d e l s .  Development 
of  more s e n s i t i v e  and s p e c i f i c  methods t o  d e t e c t  " subc l in i ca l "  degrees  
of  a c u t e  a c i n a r  c e l l  i n j u r y  and f o c a l  duc t  o b s t r u c t i o n .  S tud ie s  con­
ce rn ing  popula t ion  groups who may be  a t  r i s k  from exposures  t o  known 
panc rea tox ic  a g e n t s  and p rospec t ive  s t u d i e s  to  d e t e c t  g l y c o s u r i a  o r  
abnormal g lucose  t o l e r a n c e  i n  human popu la t ions  cons idered  t o  be a t  
r i s k  f o r  exposure t o  any t o x i c  a g e n t s  suspec ted  of a f f e c t i n g  i s l e t  
cel ls .  

6 .  EPIDEMIOLOGY - Epidemiologic s t u d i e s  of t h e  v a r i o u s  types  of d i a b e t e s  
( insul in-dependent ,  noninsul in-dependent ,  g e s t a t i o n a l ,  secondary t o  
o t h e r  c o n d i t i o n s ,  e t c . )  o r  of impaired g lucose  t o l e r a n c e  i n  d i s c r e t e  
popu la t ions  t h a t  can be  we l l - cha rac t e r i zed  as t o  t h e i r  glucose 
t o l e r a n c e  and those  f a c t o r s  vh ich  may be  a s s o c i a t e d  wi th  t h e  develop­

"%vr 	
ment of d i a b e t e s ,  such as demographic, n u t r i t i o n a l ,  environmental ,  
g e n e t i c ,  p r e n a t a l ,  immunologic, i n f e c t i o n s ,  o r  o t h e r  e t i o l o g i c  f a c t o r s .  
Such popula t ion  groups might i nc lude  d i sco rdan t  twins,  s i b s  of 
d i a b e t i c s ,  communities, migrant groups,  s p e c i f i c  racial  o r  e t h n i c  
groups,  o r  c a s e / c o n t r o l  s t u d i e s .  Other s t u d i e s  are epidemiologic  
approaches t o  the  n a t u r a l  h i s t o r y  of t h e  v a r i o u s  types  of d i f f e r e n c e s  
between popula t ion  groups i n  t h e  frequency of  development and e x t e n t  
of t h e  compl ica t ions  of d i a b e t e s ,  i nc lud ing  ca rd iovascu la r ,  r e n a l ,  
neu ro log ic ,  ocu la r ,  d e n t a l ,  and pregnancy compl ica t ions ;  analys is  of 
s e c u l a r  t r ends  and geographic  c l u s t e r i n g  of d i a b e t e s  as an under ly ing  
and c o n t r i b u t i n g  cause of death.  

7 .  ETIOLOGY, NATURAL HISTORY, PATHOGENESIS - S t u d i e s  of t h e  n a t u r e ,  
e t i o l o g y ,  and pa thogenes is  of t h e  several types  of d i a b e t e s  m e l l i t u s  

'and t h e i r  "complications1' .  Such s t u d i e s  may be approached from any 
d i s c i p l i n e  a p p r o p r i a t e  t o  b a s i c  r e s e a r c h ,  c l i n i c a l  i n v e s t i g a t i o n ,  
o r  ep idemiologic  s t u d i e s .  
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8 .  	 GENETIC FACTORS - Research i n t o  the r o l e  of g e n e t i c  f a c t o r s  i n  
d i a b e t e s  m e l l i t u s ,  i nc lud ing  i d e n t i f i c a t i o n  of g e n e t i c  markers 
which c h a r a c t e r i z e  i n d i v i d u a l s  who have p red i spos ing  genes f o r  
d i a b e t e s  o r  f o r  s p e c i f i c  compl ica t ions  of d i a b e t e s ,  and d e f i n i t i o n  
of t h e  mechanisms by which the  genes a s s o c i a t e d  wi th  t h e s e  l o c i  
expres s  themselves. Such s t u d i e s  could cons ider  t h e  unique g e n e t i c  
c h a r a c t e r s  of insul in-dependent  and noninsul in-dependent  d i a b e t e s .  

9.  	 GLUCOSE HOMEOSTASIS - S t u d i e s  of f a c t o r s  t h a t  i n f l u e n c e  g lucose  
t o l e r a n c e  and r e l a t e d  hormone s e c r e t i o n  and a c t i o n ,  i nc lud ing  
age ,  body weight,  n u t r i t i o n ,  and phys ica l  ac t iv i ty ,  t o  name bu t  
a few. C l i n i c a l ,  metabol ic ,  n u t r i t i o n a l ,  and epidemiologic  
s t u d i e s  a l l  o f f e r  a p p r o p r i a t e  approaches. 

10. 	HORMONE SYNTHESIS AND SECRETION - Basic and c l i n i c a l  s t u d i e s  of i! 

normal and abnormal mechanisms of b i o s y n t h e s i s  and s e c r e t i o n  of 
i n s u l i n ,  glucagon, and o t h e r  hormones as they  relate t o  d i a b e t e s  
m e l l i t u s  i nc lud ing  s t u d i e s  i n  a p p l i c a b l e  areas of b iochemis t ry ,  
ce l l  and molecular  b io logy ,  g e n e t i c s ,  immunogenetics, c e l l u l a r  
immunology and v i r o l o g y ;  i n v e s t i g a t i o n s  of membrane s t r u c t u r e ,  
f u n c t i o n  and b iogenes i s ;  s t u d i e s  on t h e  b i o s y n t h e s i s  of p e p t i d e  
hormones and of t h e  process ing  mechanisms and enzymes involved  
i n  t h e  conversion of t h e i r  p recu r so r  forms; r e s e a r c h  t o  examine 
a l l  l e v e l s  and p rocesses  involved  i n  i n s u l i n  product ion  i n c l u d i n g  
b e t a  ce l l  d i f f e r e n t i a t i o n ,  r e p l i c a t i o n  and r e g e n e r a t i o n ,  as w e l l  
as t h e  s t e p s  involved i n  t h e  readout  of t h e  genes f o r  i n s u l i n  v i a  
t r a n s c r i p t i o n  and t r a n s l a t i o n ,  and the  e f f e c t s  of agen t s  such as 
g lucose ,  o t h e r  n u t r i e n t s ,  hormones and growth f a c t o r s  on a l l  of 
t h e s e  processes .  

11. IMMUNOLOGY, VIRUSES - Assessment of t h e  r o l e  of v i r u s e s  i n  t h e  
e t i o l o g y  of insul in-dependent  d i a b e t e s ,  i n c l u d i n g  i n v e s t i g a t i o n  of 
t h e i r  mechanism(s) of a c t i o n  and the h o s t - p a r a s i t e  r e l a t i o n s h i p  
de te rmining  t h e i r  d i abe togen ic  a c t i o n ,  i nc lud ing  f u r t h e r  work on 
animal  models of v i r a l  e t i o l o g y .  Assessment of t h e  r o l e  of t h e  
immune response i n  the  e t i o l o g y  of both insul in-dependent  and 
non- insu l in  dependent d i a b e t e s  m e l l i t u s  i s  a p p r o p r i a t e .  S t u d i e s  
of immunologic a s p e c t s  i n  pa thogenes is  o r  compl ica t ions  of treat­
ment such as autoimmune p rocesses ,  Ir gene c o n t r o l  of a n t i - i n s u l i p  
a n t i b o d i e s ,  mechanisms of i n s u l i n  r e s i s t a n c e ,  t o l e r a n c e ,  and a l l e r g i c  
r e a c t i v i t y  are a l s o  a p p r o p r i a t e .  

'ar 
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1 2 .  	INFANTS OF DIABETIC MOTHERS - Developmental s t u d i e s  of i n t e r ­
mediary metabolism and t h e  c o n t r o l  of hormonal s y n t h e s i s ,  release 
and i n t e r a c t i o n  i n  i n f a n t s  of insul in-dependent ,  non- insu l in  
dependent, o r  g e s t a t i o n a l  d i a b e t i c s  and nond iabe t i c  women. 

13. 	MECHANISM OF HORMONE ACTION - Basic and c l i n i c a l  s t u d i e s  of t h e  
mechanism of hormone a c t i o n  as i t  r e l a t e s  t o  d i a b e t e s  inc lud ing  
s t u d i e s  of i n s u l i n ,  i n s u l i n  co - fac to r s ,  i n s u l i n  r e c e p t o r s ,  and 
glucagon. Other hormones such as somatos t a t in ,  somatomedin, 
growth hormones and f a c t o r s ,  and catecholamines may be inc luded ,  
bu t  only as they  r e l a t e  t o  d i a b e t e s  as def ined  above. Inves t iga ­
t i o n  of t h e  i n t e g r a t e d  r e a c t i o n  of t h e s e  hormones and t h e  r e g u l a t i o n  
of metabol ic  p rocesses  is  appropr i a t e .  S t u d i e s  invo lv ing  product ion  
of def ined  o r  s i n g l e  component i n s u l i n  by such means as biochemical  
f r a c t i o n a t i o n  o r  recombinant DNA a r e  a l s o  a p p r o p r i a t e .  

14 .  	METABOLIC REGULATION - Stud ies  of normal and abnormal metabol ic  
r e g u l a t i o n  as they  r e l a t e  t o  d i a b e t e s  m e l l i t u s  and i t s  compl ica t ions .  

15.  	NEUROLOGICAL COMPLICATIONS - S t u d i e s  inc lud ing  p h y s i o l o g i c a l ,  b io­
chemical,  morphologic, and morphometric a n a l y s i s  of nerves  from 
d i a b e t i c s .  Information of t h e  type  and d i s t r i b u t i o n  of l e s i o n s  
i n  t h e  v a r i o u s  forms of human d i a b e t i c  neuropathy is needed and 
expected t o  o f f e r  i n s i g h t  i n t o  p o s s i b l e  metabol ic ,  v a s c u l a r ,  o r  
immunologic i n j u r i e s .  Data on v a s c u l a r  pe rmeab i l i t y ,  endoneuria1 
p r e s s u r e ,  axoplasmic flow and myelin composition may be obta ined  
i n  exper imenta l  animals  ( g e n e t i c ,  s u r g i c a l ,  a l l o x a n ,  and s t r e p t o ­
zo toc in  d i a b e t e s )  and c o r r e l a t e d  wi th  phys io log ic  and biochemical  
f i n d i n g s .  Morphologic, biochemical ,  and p h y s i o l o g i c a l  i n v e s t i g a t i o n s  
of t h e  s t r u c t u r e  and f u n c t i o n s  of p e r i p h e r a l  nerves  i n  organ c u l t u r e s  
s u b j e c t e d  t o  cond i t ions  similar t o  those  occur r ing  i n  d i a b e t i c s  are 
a l s o  a p p r o p r i a t e .  These may be expected t o  h e l p  d e f i n e  t h e  r o l e s  of 
i n s u l i n ,  glucose,  s o r b i t o l ,  and myoinos i to l  on myel ina t ion ,  Schwann 
and nerve c e l l  metabolism. 

16. 	NUTRITION, OBESITY - Research i n t o  the  r e l a t i o n s h i p  between n u t r i t i o n  
and d i a b e t e s ,  i nc lud ing  t h e  r e l a t i o n s h i p  between noninsul in-dependent  
d i a b e t e s ,  e x e r c i s e ,  o b e s i t y ,  and i n s u l i n  r e s i s t a n c e .  Such s t u d i e s  
may focus on n u t r i t i o n  i n  e a r l y  l i f e  as w e l l  as i n  t h e  a d u l t .  S t u d i e s  
of f eed ing  p a t t e r n s  i n  infancy  and childhood are sought as w e l l  as 
r e sea rch  on t h e  development of a p p e t i t e ,  tastes, and d i e t a r y  h a b i t s  
a s  an teceden t s  t o  t h e  development of o b e s i t y ,  i n s u l i n  r e s i s t a n c e ,  and 
d i a b e t e s  m e l l i t u s .  In  a d d i t i o n ,  r e sea rch  i n t o  t h e  c e n t r a l  and p e r i ­
p h e r a l  r e g u l a t i o n  of a p p e t i t e  and f eed ing  behavior  w i th in  t h e  con-
t e x t  of d i a b e t e s ,  o b e s i t y ,  and i n s u l i n  r e s i s t a n c e  is  a l s o  a p p r o p r i a t e .  
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1 7 .  	OCULAR COMPLICATIONS - The eye  is a p a r t i c u l a r l y  a p p r o p r i a t e  model 
f o r  s tudy ing  t h e  pathology and m a n i f e s t a t i o n s  of micro-angiopathy 
which are f r e q u e n t l y  a s s o c i a t e d  wi th  d i a b e t e s ;  e .g . ,  d i a b e t i c  r e t i n o ­
pathy. Charac t e r i z ing  the  b lood- re t ina l  b a r r i e r s ,  de te rmining  t h e  
e t i o l o g y  of neovascu la r i za t ion  and developing non-invasive t ech iques  
f o r  measuring blood flow are h igh ly  r e l e v a n t  areas of r e s e a r c h ,  a s  
are c l i n i c a l  t r i a l s  employing new t rea tment  m o d a l i t i e s  f o r  d i a b e t i c  
r e t inopa thy .  Research r e l a t e d  t o  the  r o l e  of metabol ic  agen t s  i n  
t h e  e t i o l o g y  and management of d i a b e t i c  c a t a r a c t  is a l s o  a p p r o p r i a t e .  

18. 	PREGNANCY AND DIABETES - Research i n t o  t h e  e f f e c t s  of pregnancy 
and p a r i t y  on g lucose  t o l e r a n c e  and t h e  development of g e s t a t i o n a l  
d i a b e t e s  and s t u d i e s  on a l l  types  of d i a b e t e s  i n  pregnancy, i nc lud ing  
f u n c t i o n a l  d e f i n i t i o n  of op t imal  d i a b e t i c  c o n t r o l  throughout  pregnancy 
are a p p r o p r i a t e .  S t u d i e s  of t h e  pa thophys io logic  mechanisms which 
c o n t r i b u t e  t o  abnorma l i t i e s  of t h e  i n f a n t s  of d i a b e t i c  mothers such 
as c o n g e n i t a l  malformations , s t i l l b i r t h s ,  n e o n a t a l  dea ths  , and p e i i ­
n a t a l  compl ica t ions  are a l s o  a p p r o p r i a t e ,  as are s t u d i e s  on t h e  r o l e  
of p r e n a t a l  and p e r i n a t a l  f a c t o r s  i n  t h e  development of i n s u l i n -
dependent d i a b e t e s  i n  t h e  o f f s p r i n g .  

19. PSYCHO-SOCIAL ASPECTS - S t u d i e s  of the emotional and psycho-social  
f a c t o r s  a s s o c i a t e d  wi th  d i a b e t e s  and its compl ica t ions  which 
may i n f l u e n c e  t h e  course  of t h e  d i s e a s e ,  and i d e n t i f i c a t i o n  of 
approaches aimed a t  modifying t h e  impact of t h e s e  f a c t o r s  on t h e  
d i a b e t i c  p a t i e n t ,  t h e  family u n i t ,  and t h e  community. 

20. 	 RENAL COMPLICATIONS - Research r e l a t i n g  t o  d i a b e t i c  nephropathy, 
i nc lud ing  t h e  impact of d i a b e t i c  c o n t r o l  on t h e  rate of development 
of d i a b e t i c  kidney l e s i o n s ;  t h e  r o l e  of a l t e r e d  r e n a l  physiology,  
hormonal and e f f e c t o r  sys tems i n  t h e  development of d i a b e t i c  nephro­
pathy; e f f e c t s  of ea r ly  i n t e r v e n t i o n  wi th  a n t i h y p e r t e n s i v e  t r ea tmen t  
on t h e  p rogres s ion  of r e n a l  f a i l u r e  i n  d i a b e t e s ;  f u r t h e r  s t u d i e s  of 
basement membrane b iochemis t ry ;  t h e  n a t u r a l  h i s t o r y  of nephropathy 
i n  non- insu l in  dependent d i a b e t e s ;  development and e v a l u a t i o n  of 
animal  models of d i a b e t i c  nephropathy; and s t u d i e s  of end s t a g e  
d i a b e t i c  nephropathy i n  man. 

21. 	 TRANSPLANTATION, ARTIFICIAL DEVICES - Research approaches t o  
t r a n s p l a n t a t i o n  of the pancreas  o r  p a n c r e a t i c  i s le t s  ( inc lud ing  
s p e c i a l  requi rements  and techniques  f o r  t i s s u e  matching, develop­
ment, and moni tor ing  of i s le t  an t ibody)  and development of "closed-
loop" dev ices  which both monitor plasma g lucose  and admin i s t e r  i n ­
s u l i n  a p p r o p r i a t e l y .  
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22.  	 TREATMENT - C l i n i c a l  s t u d i e s  u t i l i z i n g  v a r i o u s  m o d a l i t i e s  t o  
t r e a t  d i a b e t e s  m e l l i t u s  and its compl ica t ions  i n c l u d i n g  s u r g i c a l  
and medical management of t h e  sequelae  of d i a b e t e s ;  s t u d i e s  of 
t h e  compl ica t ions  of d i a b e t e s  r e s u l t i n g  from t r ea tmen t ,  such 
as t h e  exaggerated immune respons iveness  t o  i n s u l i n  and i n f e c t i o n s  
i n  immuno-compromised o r  o the rwise  normal d i a b e t e s  and the  e f f e c t s  
of o c u l a r  su rge ry  on v i s u a l  func t ion  and t h e  development of neo­
v a s c u l a r  glaucoma are a l s o  appropr i a t e .  

23. 	VASCULAR COMPLICATIONS - S t u d i e s  of t he  n a t u r e ,  epidemiology, 
e t i o l o g y ,  pa thogenes is  o r  compl ica t ions  of a t h e r o s c l e r o s i s  as  
they  may re la te  t o  o r  be  a f f e c t e d  by d i a b e t e s  o r  g lucose  in-
t o l e r a n c e  i n  men and/or  women. S t u d i e s  of normal and abnormal 
c a r d i a c  phenomena as a f f e c t e d  by or induced by d i a b e t e s  o r  g lucose  
i n t o l e r a n c e  i n  humans o r  i n  models of t he  d i a b e t i c  s ta te  i n  ex­
pe r imen ta l  animals .  S t u d i e s  of macro- and microvascular  d i s e a s e  
i n  d i a b e t e s  t h a t  may c o n t r i b u t e  t o  a b e t t e r  understanding of 
t h e  epidemiology, e t i o l o g y ,  and pa thogenes is  of p e r i p h e r a l  vascu­
l a r  d i s e a s e ,  gangrene of t h e  lower l imb and ce reb rovascu la r  
d i s e a s e  among d i a b e t i c s .  S t u d i e s  of t h e  i n t e r a c t i o n s  i n  some in­
d i v i d u a l s  of carbohydra te  i n t o l e r a n c e ,  hype r t r ig lyce r idemia ,  
a d i p o s i t y ,  hyper tens ion ,  and v a s c u l a r  d i s e a s e .  S t u d i e s  u t i l i z i n g  
spontaneous o r  induced models of d i a b e t e s  i n  animals  d i r e c t e d  toward 
e l u c i d a t i n g  micro- o r  macrovascular c i r c u l a t o r y  d i s e a s e  o r  i ts  
compl ica t ions .  S t u d i e s  r e l a t i n g  t o  t h e  rheology and coagu la t ion  
of p l a t e l e t s  i n  t h e  d i a b e t i c  s ta te .  S tud ie s  r e l e v a n t  t o  d i a b e t e s  
and i n f a n t  r e s p i r a t o r y  d i s t r e s s  syndrome are a l s o  appropr i a t e .  

C. MECHANISM OF SUPPORT 

The mechanism of suppor t  f o r  t h i s  program w i l l  be  t h e  grant- in-aid.  
The r e g u l a t i o n s  (Code of Fede ra l  Regula t ions ,  T i t l e  4 2 ,  P a r t  52 and, as 
a p p l i c a b l e  t o  t h e  s ta te  and l o c a l  governments, T i t l e  4 5 ,  P a r t  7 4 )  and 
p o l i c i e s  which govern t h e  r e sea rch  g ran 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 .  The award of g r a n t s  pursuant  t o  t h i s  
Program Announcement is  con t ingen t  upon r e c e i p t  of appropr i a t ed  funds 
f o r  t h i s  purpose.  

METHOD AND CRITERIA OF REVIEW 

A.  Assignment of App l i ca t ions  

App l i ca t ions  w i l l  be  rece ived  by t h e  N I H  D iv i s ion  of Research Grants ,  
r e f e r r e d  t o  a n  a p p r o p r i a t e  Study Sec t ion  f o r  s c i e n t i f i c  m e r i t  review,  
and ass igned  t o  i n d i v i d u a l  I n s t i t u t e s  ( see  l i s t  above) f o r  p o s s i b l e  

11. 
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funding. R e f e r r a l  d e c i s i o n s  w i l l  be governed by normal program­
mat ic  c o n s i d e r a t i o n s  as s p e c i f i e d  i n  t h e  R e f e r r a l  Guide l ines  of 
of t h e  N I H  D iv i s ion  of Research Grants.  

B. Review Procedures  

App l i ca t ions  i n  response t o  t h i s  s o l i c i t a t i o n  w i l l  be reviewed on 
a nation-wide b a s i s  i n  compet i t ion  wi th  o t h e r  r e s e a r c h  g ran t  a p p l i ­
c a t i o n s ,  and i n  accord wi th  the usua l  Na t iona l  I n s t i t u t e s  of Heal th  

' 	 pee r  review procedures.  App l i ca t ions  w i l l  f i r s t  be  reviewed f o r  
s c i e n t i f i c  and t e c h n i c a l  merit by a review group composed mostly 
of non-federal  s c i e n t i f i c  c o n s u l t a n t s  (Study S e c t i o n ) ,  and then by 
t h e  Na t iona l  Advisory Council of t he  a p p r o p r i a t e  I n s t i t u t e ( s ) .  
The review c r i te r ia  cus tomar i ly  employed by the- Na t iona l  I n s t i t u t e s  
of Heal th  f o r  r e g u l a r  r e sea rch  g ran t  a p p l i c a t i o n s  w i l l  p r e v a i l .  

C. .Deadline 

App l i ca t ions  w i l l  be accepted  i n  accordance w i t h  t h e  usua l  N I H  
r e c e i p t  d a t e s  f o r  new a p p l i c a t i o n s  as fo l lows :  

APPLICATION INITIAL COUNCIL EARLIEST 
RECEIPT REVIEW REVIEW START DATE 

March 1 June Sept. /Oct.  Dec. 1 

J u l y  1 O c t .  /Nov. Jan.  /Feb. * A p r i l  1* 

Nov. 1 Feb. /March* May * J u l y  1 

*of t h e  year  fo l lowing  a p p l i c a t i o n  r e c e i p t .  

111. METHOD OF APPLYING 

Appl i ca t ions  should be submit ted on form PHS 398, which is  a v a i l a b l e  
i n  t h e  bus iness  o r  g r a n t s  and c o n t r a c t s  o f f i c e  a t  most academic and 
r e s e a r c h  i n s t i t u t i o n s .  The phrase  "PREPARED I N  RESPONSE TO N I H  
DIABETES PROGRAM ANNOUNCEMENT" should be typed a c r o s s  the  top  of 
t h e  f i r s t  page of t h e  a p p l i c a t i o n .  

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

w 
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Appl i ca t ion  Receipt  

Div i s ion  of Research Grants  

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

Room 240, Westwood Building 

Bethesda, Maryland 20205 


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

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

Chief ,  R e t i n a l  and Choroidal  Disorders  Branch 

NE1 

Room 6A52, Bui ld ing  31 

Bethesda, Maryland 20205 


Telephone: (301) 496-5983 

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

Assoc ia t e  D i r e c t o r  

Et io logy  of A r t e r i o s c l e r o s i s ,  Hypertension 


and L ip id  Metabolism Program 
Divis ion  of Heart and Vascular  Diseases 

NHLBI 

Room 412C, Fede ra l  Bui ld ing  

Bethesda, Maryland 20205 


Telephone: (301) 496-1613 

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 

Chief ,  Epidemiology Biometry Branch 
N I A I D  

Room 739, Westwood Bui ld ing  

Bethesda, Maryland 20205 

Telephone: (301) 496-7067 

Na t iona l  I n s t i t u t e  of A r t h r i t i s ,  Metabolism and Diges t ive  Diseases 

Diabe tes  Research Program D i r e c t o r  
NIAMDD-DEMD 
Room 605, Westwood Bui ld ing  
Bethesda, Maryland 20205 

Telephone: (301) 496-7731 
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Chief ,  Diabe tes  Programs Branch 
NIAMDD-DEMD 
Room 626, Westwood Building 
Bethesda, Maryland 20205 

Telephone : (301) 496-7348 

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

Chief 

Developmental Biology and N u t r i t i o n  


Branch 
NICHD 
Room 7C17, Landow Building 
Bethesda, Maryland 20205 

Telephone: (301) 496-5575 

Nat iona l  I n s t i t u t e  of Dental  Research 

S p e c i a l  A s s i s t a n t  f o r  Program Coordinat ion 

NIDR Extramural Programs 

Room 509B, Westwood Building 

Bethesda, Maryland 20205 


Telephone: (301) 496-7748 


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

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

Room 4B31, Bui lding 31 

Bethesda, Maryland 20205 


Telephone: (301) 496-3511 


Nat iona l  I n s t i t u t e  of Neurological  and Communicative Disorders  and Stroke 

Health S c i e n t i s t  Adminis t ra tor  
f o r  P e r i p h e r a l  Neuropathies 

Neurological  Disorders  Program 
NINCDS Extramural Programs 
Room 710, Federa l  Bui lding 
Bethesda, Maryland 20205 

Telephone: (301) 496-1431 
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National Institute on Aging 

Chief 

Molecular and Biochemical Gerontology Program 

Extramural and Collaborative Research Program 

NIA 

Room 5C23, Building 31 

Bethesda, Maryland 20205 


Telephone: (301) 496-9350 
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THE EPIDEMIOLOGY OF DIABETES 


NATIONAL EYE I N S T I T U T E  

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

NATIONAL I N S T I T U T E  OF ALLERGY AND 

INFECTI0US DISEASES 

NATIONAL I N S T I T U T E  OF ARTHRITIS,  METABOLISM, 
AND DIGESTIVE DISEASES 

NATIONAL INSTITUTE OF C H I L D  HEALTH AND 
HUMAN DEVELOPMENT 

NATIONAL INSTITUTE OF DENTAL RESEARCH 
NATIONAL INSTITUTE OF NEUROLOGICAL AND 

COMMUNICATIVE DISORDERS AND STROKE 
NATIONAL I N S T I T U T E  ON AGING 

P a g e  N i n e t e e n  

I / /  / / / / / I / / /

'AMOUNCEMENT~ 
' / /  / / / / / / 0 / 

R e s e a r c h  G r a n t s  
I n d i v i d u a l  N a t i o n a l  R e s e a r c h  S e r v i c e  A w a r d s  

S p e c i a l  E m p h a s i s  R e s e a r c h  C a r e e r  A w a r d s  
R e s e a r c h  C a r e e r  D e v e l o p m e n t  A w a r d s  

New I n v e s t i g a t o r  R e s e a r c h  A w a r d s  
A c a d e m i c  I n v e s t i g a t o r  A w a r d s  
C1 i n i c a l  I n v e s t i g a t o r  A w a r d s  

Diabetes  m e l l i t u s  i s  a major p u b l i c  h e a l t h  problem i n  t h e  United States 
today.  Approximately 5 m i l l i o n  Aiiericans are  known t o  have t h e  d i s e a s e ,  
and it is  es t imated  t h a t  an  equal  number ars  undiagnosed o r  w i l l  develop 
d i a b e t e s .  It i s  t h e  f i f t h  l e a d i n g  cause  of d e a t h  by d i s e a s e ,  account ing 
f o r  35,000 d e a t h s  each year  and is  a c o n t r i b u t o r y  f a c t o r  i n  a t  l e a s t  
a n o t h e r  90,000 d e a t h s  annual ly .  Diabetes  i s  a major r i s k  f a c t o r  f o r  t h e  

-hwfl 
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development of c a r d i o v a s c u l a r  d i s e a s e  and a p r i m e  
r e n a l  f a i l u r e .  Bl indness  is 25 times more common 
i n  t h e  nondiabe t ic  popula t ion .  About 0.5 m i l l i o n  
bear ing  y e a r s  are  d i a b e t i c ,  and p e r i n a t a l  losses 
are f i v e  times h igher  t h a n  i n  normal pregnancies;  
t ies are t h r e e  times t h e  expected rate. Diabe tes  

cause  of end s t a g e  
i n  t h e  d i a b e t i c  t h a n  
women i n  t h e i r  c h i l d -

i n  t h e i r  pregnancies  
c o n g e n i t a l  abnormali­
i s  a l e a d i n g  cause  of 

v i s i t s  t o  phys ic ians ,  h o s p i t a l i z a t i o n s ,  and d i s a b i l i t y  i n  t h e  United 
S t a t e s .  

Despi te  t h e  enormity of t h e  p u b l i c  h e a l t h  impact of d i a b e t e s  and consid­
e r a b l e  r e s e a r c h  on d i a b e t e s ,  our  a b i l i t y  t o  prevent o r  c o n t r o l  t h e  
d i s e a s e  i s  u n s a t i s f a c t o r y .  The e t i o l o g i e s  of t h e  v a r i o u s  t y p e s  of 
d i a b e t e s  remain unknown, a l though g e n e t i c ,  immunologic, v i r o l o g i c ,  and 
n u t r i t i o n a l  hypotheses have been invoked. I n  a d d i t i o n ,  r e l i a b l e  quant i ­
t a t i v e  d a t a  on t h e  e x t e n t  and n a t u r e  of each t y p e  of d i a b e t e s  i n  d i s ­
crete  popula t ions ,  and t h e  f a c t o r s  which c o n t r i b u t e  t o  t h e  development 
of complicat ions i n  v a r i o u s  subgroups,  i s  l a c k i n g .  

I n  o r d e r  t o  f u l l y  a d d r e s s  t h e s e  and r e l a t e d  issues i n  d i a b e t e s ,  ep i ­
demiologic r e s e a r c h  is needed t o  complement t h e  ongoing c l i n i c a l  and 
b a s i c  r e s e a r c h  sponsored by t h e  N I H .  I n  r e c o g n i t i o n  of t h i s ,  t h e  above-
named I n s t i t u t e s  i n v i t e  a p p l i c a t i o n s  f o r  r e s e a r c h  g r a n t s  and i n d i v i d u a l  
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Nat ional  Research S e r v i c e  Awards i n  t h e  epidemiology of d i a b e t e s  and i t s  
complicat ions.  I n  a d d i t i o n ,  c e r t a i n  I n s t i t u t e s  s o l i c i t  a p p l i c a t i o n s  f o r  
S p e c i a l  Emphasis Research Career Awards,  N e w  I n v e s t i g a t o r  Research 
Awards, and Academic I n v e s t i g a t o r  Awards. The award of g r a n t s  pursuant 
t o  t h i s  program announcement is cont ingent  upon r e c e i p t  of appropr ia ted  
funds f o r  t h i s  purpose.  

RESEARCH GRANTS 

Many needs and o p p o r t u n i t i e s  f o r  epidemiologic  r e s e a r c h  e x i s t  i n  d i a ­
b e t e s .  Among t h e s e  are  s t u d i e s  on t h e  e t i o l o g y  of t h e  v a r i o u s  t y p e s  of 
d i a b e t e s  ( insul in-dependent ,  noninsulin-dependent,  g e s t a t i o n a l ,  drug-
induced, secondary t o  o t h e r  c o n d i t i o n s ,  e t c . )  o r  of impaired g lucose  
t o l e r a n c e  i n  d i s c r e t e  popula t ion  groups t h a t  can b e  wel l -charac te r ized  
a s  t o  t h e i r  g lucose  t o l e r a n c e  and f a c t o r s  which may be a s s o c i a t e d  wi th  
t h e  development of d i a b e t e s ,  such as demographic, n u t r i t i o n a l ,  environ­
mental ,  p r e n a t a l ,  immunologic, i n f e c t i o u s ,  o r  o t h e r  e t i o l o g i c  f a c t o r s .  
Such popula t ion  groups might i n c l u d e  d i s c o r d a n t  twins ,  s i b s  of d i a ­
b e t i c s ,  communities, migrant  groups,  s p e c i f i c  rac ia l  o r  e t h n i c  groups,  
o r  c a s e l c o n t r o l  s t u d i e s .  Other s t u d i e s  inc lude :  epidemiologic  ap­
proaches t o  t h e  n a t u r a l  h i s t o r y  of t h e  v a r i o u s  t y p e s  of d i a b e t e s ;  assess­
ment of r i s k  f a c t o r s  f o r  each type ;  t h e  causes  of d i f f e r e n c e s  between 
popula t ions  and groups i n  t h e  frequency of development and e x t e n t  of t h e  
compl ica t ions  of d i a b e t e s ,  inc luding  c a r d i o v a s c u l a r ,  r e n a l ,  neuro logic ,  
o c u l a r ,  d e n t a l ,  and pregnancy compl ica t ions ;  epidemiologic  assessment of 
t h e  r e l a t i o n s h i p  between o b e s i t y  and noninsulin-dependent d i a b e t e s ;  
assessment of changes of g lucose  t o l e r a n c e  w i t h  ag ing;  t h e  r e l a t i o n s h i p  
of g e s t a t i o n a l  d i a b e t e s  t o  subsequent o v e r t  d i a b e t e s ;  t h e  r e l a t i o n s h i p  
of d i a b e t e s  t o  t h e  l o s s  of t e e t h  through p e r i o d o n t a l  d i s e a s e ;  s e c u l a r  
t r e n d s  and geographic c l u s t e r i n g  of d i a b e t e s  as an  under ly ing  and a 
c o n t r i b u t i n g  c a u s e  of d e a t h  by age,  race, and sex ;  e v a l u a t i o n  of t h e  
socioeconomic c o s t s  of d i a b e t e s  and i t s  complicat ions;  and t h e  problems 
of p a t i e n t  compliance i n  t h i s  chronic  d i s e a s e .  These are only  a few of 
t h e  a r e a s  where epidemiologic  i n v e s t i g a t i o n s  are needed; t h e y  a r e  not  
meant t o  be r e s t r i c t i v e  and are  c i t e d  f o r  i l l u s t r a t i v e  purposes only.  
Research t h a t  u t i l i z e s  o r  b u i l d s  on e x i s t i n g  populat  ion-based o r  c l i n i c -
based d a t a  sets, where d i a b e t e s  o r  g lucose  t o l e r a n c e  can be wel l -def ined,  
i s  p a r t i c u l a r l y  encouraged. Such d a t a  sets would i n c l u d e  t h o s e  a s s o c i a t e d  
w i t h  s t u d i e s  on d i a b e t e s  o r  o t h e r  d i s e a s e s ,  t h e  second Heal th  and 
N u t r i t i o n  Examination Survey of t h e  Nat iona l  Center  f o r  Heal th  S t a t i s ­
t i c s  (which c o n t a i n s  g lucose  t o l e r a n c e  d a t a  on over  7,000 i n d i v i d u a l s ) ,  
and t h e  Heal th  I n t e r v i e w  Surveys of NCHS. 

INDIVIDUAL NATIONAL RESEARCH SERVICE AWARDS ( p o s t d o c t o r a l  fe l lowships)  

These awards a r e  made t o  i n d i v i d u a l s ,  f o r  t h e  support  of f u l l - t i m e  
r e s e a r c h  t r a i n i n g ,  who have completed t h e  requirements  f o r  t h e  M.D., 
Ph.D.,  D.D.S., o r  equiva len t  degree  by t h e  t i m e  of t h e  award. Appli­
c a n t s  must be c i t i z e n s  o r  n o n c i t i z e n  n a t i o n a l s  of t h e  U.S. o r  have been 
admit ted t o  t h e  U.S. f o r  permanent res idence .  They must have arranged 
f o r  an appointment a t  a U . S .  o r  f o r e i g n  n o n p r o f i t  p r i v a t e  o r  p u b l i c  

'C' 
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1-p 	 i n s t i t u t i o n  and have been accepted by a sponsor  who w i l l  s u p e r v i s e  t h e i r  
t r a i n i n g  and r e s e a r c h  exper ience .  I n d i v i d u a l s  t r a i n e d  i n  epidemiology 
are p a r t i c u l a r l y  encouraged t o  cons ide r  f u r t h e r  r e s e a r c h  t r a i n i n g  a t  an 
i n s t i t u t i o n  which has  a we l l - e s t ab l i shed  c l i n i c a l  program i n  d i a b e t e s  
and/or  i ts compl ica t ions .  Conversely, i n d i v i d u a l s  t r a i n e d  i n  d i a b e t e s -
r e l a t e d  c l i n i c a l  areas are encouraged t o  apply f o r  p o s t d o c t o r a l  fe l low-
s h i p  suppor t  t o  o b t a i n  r e s e a r c h  exper ience  i n  ep idemiologic  methods 
which can be  a p p l i e d  t o  d i a b e t e s  and i t s  compl ica t ions .  

SPECIAL EMPHASIS RESEARCH CAREER AWARD 

These awards, which p rov ide  both  s a l a r y  suppor t  and funds  f o r  t h e  con-
duc t  of r e sea rch ,  are s p e c i f i c a l l y  designed t o  p rov ide  q u a l i f i e d  c l i n i ­
c i a n s  w i t h  t h e  oppor tun i ty  t o  develop r e s e a r c h  s k i l l s  i n  e i t h e r  t h e  
ca rd iovascu la r ,  metabol ic ,  and endocr inologic  a s p e c t s  of d i a b e t e s  o r  t h e  
o b s t e t r i c a l ,  p e r i n a t a l ,  and p e d i a t r i c  a s p e c t s  of d i a b e t e s .  For t h e  
f i r s t  t h r e e  y e a r s , .  t h e  r e c i p i e n t  i s  expected t o  develop c a p a b i l i t i e s  i n  
fundamental, a p p l i e d ,  o r  c l i n i c a l  r e sea rch .  Th i s  t r a i n i n g  should in ­
c l u d e  exposure t o  m u l t i p l e  d i s c i p l i n e s ,  which may i n c l u d e  epidemiology. 
During t h e  f o u r t h  and f i f t h  yea r s ,  t h e  r e c i p i e n t  is expected t o  i n i t i a t e  
and implement a r e s e a r c h  program of h i s / h e r  own des ign ,  which may be  
epidemiologic  i n  n a t u r e .  These awards are funded j o i n t l y  by NIAMDD wi th  
either t h e  NHLBI o r  t h e  NICHD and a p p l i c a t i o n s  t h a t  i n c l u d e  epidemio­
l o g i c  components i n  t h e  t r a i n i n g  and r e s e a r c h  phases  of t h e  award are 
welcomed. 

u*.lf Candidates  f o r  t h e  SERCA Award must (1) hold an  M.D. o r  equ iva len t  pro­
f e s s i o n a l  degree  (e.g. D.D.S., D.O.,  D.V.M., etc.); (2) have a minimum 
of t h r e e  yea r s  post-M.D. exper ience ,  i nc lud ing  one yea r  of c l i n i c a l  
t r a i n i n g  i n  t h e  s u b s p e c i a l i t i e s  of e i t h e r  c a r d i o v a s c u l a r  d i s e a s e /  
endocrinology/metabolism o r  o b s t e t r i c s / p e d i a t r i c s ,  o r  two y e a r s  pos t -
M.D./Ph.D. expe r i ence  o r  equ iva len t .  M.D./Ph.D. a p p l i c a n t s  should 
posses s  s i g n i f i c a n t  exper ience  i n  metabol ic ,  endocr ine ,  o r  r e l a t e d  
areas, c a r d i o v a s c u l a r  o r  p e d i a t r i c  physiology,  o b s t e t r i c s ,  b iochemis t ry ,  
pharmacology, or o t h e r  r e l e v a n t  areas of i n t e r e s t ,  such as epidemiology; 
(3) be  c i t izens o r  n o n c i t i z e n  n a t i o n a l s  of t h e  United States o r  i t s  
posses s ions  o r  t e r r i t o r i e s  o r  must have been l a w f u l l y  admi t ted  t o  t h e  
U.S.  f o r  permanent r e s i d e n c e  a t  t h e  t i m e  of a p p l i c a t i o n ;  ( 4 )  m e e t  cer­
t a i n  o t h e r  e l i g i b i l i t y  requi rements  s p e c i f i e d  i n  t h e  SERCA Program 
Guide l ines .  

RESEARCH CAREER DEVELOPMENT AWARD 

Th i s  award i s  a s p e c i a l  5-year salary g ran t  of up t o  $30,000 pe r  yea r  t o  
suppor t  i n d i v i d u a l s  who have demonstrated ou t s t and ing  p o t e n t i a l  f o r  
c o n t r i b u t i n g  as independent i n v e s t i g a t o r s  t o  h e a l t h - r e l a t e d  r e s e a r c h .  
The awards are designed f o r  persons  whose r e s e a r c h  p o t e n t i a l  i s  apparent  
bu t  who need a d d i t i o n a l  exper ience  i n  a p roduc t ive  s c i e n t i f i c  environ­
ment conducive t o  t h e  development of a career i n  independent r e sea rch .  
The award i s  not  in tended  f o r  t h e  u n t r i e d  i n v e s t i g a t o r  ( s e e  New I n v e s t i ­
g a t o r  Research Award, below) no r  f o r  t h o s e  who are w e l l  e s t a b l i s h e d  a s  
independent i n v e s t i g a t o r s .  I n d i v i d u a l s  who r e c e i v e  salaries from an 

Wi. RCDA a r e  expected t o  devo te  e s s e n t i a l l y  f u l l  t i m e  t o  r e s e a r c h  and r e -
sea rch - re l a t ed  a c t i v i t i e s .  
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NEW INVESTIGATOR RESEARCH AWARD 

Th i s  award provides  t h r e e  y e a r s  of r e sea rch  g ran t  suppor t  f o r  s t u d i e s  on 
d i a b e t e s  and r e l a t e d  areas f o r  t h e  i n i t i a l  independent r e s e a r c h  e f f o r t s  
of new i n v e s t i g a t o r s .  The a p p l i c a n t  must have been awarded a M.D., 
Ph.D., o r  equ iva len t  degree  by t h e  time of t h e  award; p re sen t  evidence 
of at least two years of p r i o r  r e s e a r c h  exper ience ;  no t  have been named 
as t h e  p r i n c i p a l  i n v e s t i g a t o r  o r  o t h e r  p r imary  r e c i p i e n t  of a federa1l.y-
supported r e s e a r c h  g ran t  o r  c o n t r a c t  (except a pre- o r  p o s t d o c t o r a l  
f e l lowsh ip  o r  t r a i n e e s h i p ) ;  m e e t  c e r t a i n  U.S.  c i t i z e n s h i p  o r  r e s idence  
requi rements  . 
NE1 ACADEMIC INVESTIGATOR AWARD 

Th i s  award i s  designed t o  f a c i l i t a t e  t h e  development of academic f a c u l t y  
i n  c l i n i c a l  or l a b o r a t o r y  s c i e n c e s  r e l a t e d  t o  d i s e a s e s  of t h e  eye and 
t h e  v i s u a l  system. To be e l i g i b l e ,  a p p l i c a n t s  must: ( 1 )  be c i t i z e n s  o r  
non-c i t izen  n a t i o n a l s  of t h e  U.S., o r  have been admi t ted  f o r  permanent 
r e s idence ,  (2) have t h e  M.D.,  Ph.D., O . D . ,  DVM, o r  equ iva len t  degree  i n  
a d d i t i o n  t o  t h r e e  t o  seven y e a r s  of pos t -doc to ra l  r e s e a r c h  t r a i n i n g ,  (3) 
be nominated by t h e  i n s t i t u t i o n  i n  which t h e  c a n d i d a t e  ho lds  an academic 
appointment. App l i ca t ions  r e c e i v e  i n i t i a l  m e r i t  review by t h e  Vision 
Research Program Committee. Awards are made on an annual  b a s i s  and are 
renewable f o r  a pe r iod  up t o  two yea r s .  

CLINICAL INVESTIGATOR AWARD 

T h i s  program, o f f e r e d  s o l e l y  by t h e  NIAMDD, is d i r e c t e d  toward c l i n i ­
c a l l y  t r a i n e d  i n d i v i d u a l s  w i t h  demonstrated a p t i t u d e  i n  r e s e a r c h  and 
provides  them wi th  t h e  oppor tun i ty  t o  develop i n t o  independent bio­
medical  i n v e s t i g a t o r s .  Cont ras ted  wi th  t h e  Research Career Development 
Award, t h i s  program s p e c i f i c a l l y  seeks t o  develop r e s e a r c h  a b i l i t y  i n  
i n d i v i d u a l s  w i t h  c l i n i c a l  background and t r a i n i n g .  It is  a n t i c i p a t e d  
t h a t  t h i s  award provide  r e s e a r c h  suppor t  in t h e  t r a n s i t i o n  between 
f e l lowsh ip  o r  t r a i n e e  exper ience  and a c a r e e r  i n  independent inves­
t i g a t  ion.  

METHOD OF APPLYING 

Appl i ca t ion  k i t s  and a p p r o p r i a t e  g u i d e l i n e s  are g e n e r a l l y  a v a i l a b l e  i n  
t h e  bus iness  o r  g r a n t s  and c o n t r a c t s  o f f i c e  a t  most academic and re-
sea rch  i n s t i t u t i o n s .  They can a l s o  be obta ined  from t h e  Div is ion  of 
Research Grants ,  N I H ,  Room 448, Westwood Bui ld ing ,  Bethesda, Maryland 
20205, o r  t h e  a p p r o p r i a t e  I n s t i t u t e .  
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1-4 
Appl i ca t ions  w i l l  be accepted i n  accordance wi th  t h e  fo l lowing  

receipt d a t e s  : 

Research Grants  and New I n v e s t i g a t o r  Research Awards: 
March 1 
J u l y  1 
November 1 

I n d i v i d u a l  Nat iona l  Research Se rv ice  Awards and Research 
Career Development Awards: 

February 1 
June  1 
October 1 

x e c i a l  Emphasis Research Career Awards: 
June  1 

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

Appl ica t ion  Receipt  

Divis ion  of Research Grants  

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

Room 2 4 0 ,  Westwood Bui ld ing  

Bethesda, Maryland 20205 


METHOD AND CRITERIA FOR REVIEW 

A. 

B. 

Assignment of Appl ica t ions  

App l i ca t ions  rece ived  by t h e  N I H  Div is ion  of Research Grants  w i l l  
be  r e f e r r e d  t o  an  a p p r o p r i a t e  s c i e n t i f i c  review group. They w i l l  
be  ass igned  t o  i n d i v i d u a l  I n s t i t u t e s  as  governed by normal pro­
grammatic c o n s i d e r a t i o n s  s p e c i f i e d  i n  t h e  N I H  R e f e r r a l  Guide l ines .  

Review Procedures 

Appl i ca t ions  i n  response  t o  t h i s  s o l i c i t a t i o n  w i l l  be reviewed on 
a na t ionwide  b a s i s  i n  compet i t ion  wi th  each o t h e r ,  and i n  accord 
wi th  t h e  u s u a l  Nat iona l  I n s t i t u t e s  of Heal th  pee r  review proce­
dures .  They w i l l  f i r s t  be  reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  
merit by a review group composed most ly  of non-Federal s c i e n t i f i c  
c o n s u l t a n t s  (e .g . ,  s tudy  s e c t i o n ) ,  and then  by t h e  a p p r o p r i a t e  
I n s t i t u t e ’ s  Nat iona l  Advisory Counci l .  The review cr i ter ia  cus­
tomar i ly  employed by t h e  Nat iona l  I n s t i t u t e s  of Heal th  f o r  t h e  
s p e c i f i c  t y p e  of a p p l i c a t i o n  w i l l  p r e v a i l .  
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For  f u r t h e r  in format ion ,  a p p l i c a n t s  a r e  encouraged t o  c o n t a c t  one o r  
more of t h e  fo l lowing  i n d i v i d u a l s :  

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

Program D i r e c t o r ,  R e t  inal-Vascular  Disorders  Program 

NE1 Extramural and C o l l a b o r a t i v e  Programs 

Room 6852, Bui ld ing  31 

Bethesda, Maryland 20205 


Telephone: (301) 496-5983 

N a t i o n a l  Heart. Lune. and Blood I n s t i t u t e  

A s s o c i a t e  D i r e c t o r ,  E t io logy  of A r t e r i o s c l e r o s i s  
and Hypertension Program 

Divis ion  of Heart and Vascular  Diseases, NHLBI 
Room 516, Federa l  Bui lding 
Bethesda, Maryland 20205 

Telephone: (301) 496-1613 

o r  

A s s o c i a t e  D i r e c t o r  f o r  Epidemiology and Biometry 
D i v i s i o n  of Heart and Vascular  Diseases, NHLBI 
Room 2C08, Federa l  Bui lding 
Bethesda, Maryland 20205 

Telephone: (303) 496-2327 

Nat iona l  I n s t i t u t e  of Allergy and I n f e c t i o u s  Diseases 

Chief ,  Epidemiology and Biometry Branch, N I A I D  

Room 739, Westwood Building 

Bethesda, Maryland 20205 


Telephone: (301) 496-7067 


Nat iona l  I n s t i t u t e  of Dental  Research 

S p e c i a l  A s s i s t a n t  f o r  Program Coordinat ion 

N I D R  Extramural Programs 

Room 507 , Westwood Bui ld ing  

Bethesda, Maryland 20205 


Telephone: (301) 496-7748 


I' 
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Nat iona l  I n s t i t u t e  of A r t h r i t i s ,  Metabolism, and D i g e s t i v e  Diseases 

Chief ,  Diabe tes  Programs Branch 

Diabetes ,  Endocrinology and Metabol ic  Diseases, NIAMDD 

Room 626, Westwood Bui ld ing  

Bethesda, Maryland 20205 


Telephone: (301) 496-7348 

or 


Program D i r e c t o r  

Nat iona l  Diabe tes  Data Group, NIAMDD 

Room 607, Westwood Bui ld ing  

Bethesda, Maryland 20205 


Telephone: (301) 496-7595 

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

Chief ,  Sec t ion  on N u t r i t i o n  and Endocrinology 

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

Room C717, Landow Bui ld ing  

Bethesda, Maryland 20205 


Telephone: (301) 496-5575 

Na t iona l  I n s t i t u t e  on Aging 

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 I A  

Room 5C21, Bui ld ing  31 
Bethesda, Maryland 20205 

Telephone: (301) 496-5534 

or 


Assoc ia t e  D i r e c t o r  f o r  Epidemiology, 
Demography, and Biometry, N I A  

Room 5C12, Bui ld ing  31 
Bethesda, Maryland 20205 

Telephone: (301) 496-1178 

NICHD 

. 
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Nat iona l  I n s t i t u t e  of Neurological  and Communicative Disorders  
and S t r o k e  

Chief ,  Sec t ion  on Neuroepidemiology 

O f f i c e  of t h e  D i r e c t o r ,  In t ramura l  Research Program, NINCDS 

Room 7C10, Federa l  Bui lding 

Bethesda, Maryland 20205 


Telephone: (301) 496-1714 
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PULMONARY ACADEMIC AWARD 

P a g e  T w e n t y  S e v e n  

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE 

A p p l i c a t i o n  due d a t e :  A p r i l  I ,  1 9 d B  

The Divis ion  of  Lung Diseases, Nat iona l  Heart, Lung, and Blood I n s t i t u t e  
i n v i t e s  n a t i o n a l  compet i t ion  f o r  Pulmonary Academic Awards, which have t h e  
d u a l  purpose of  improving t h e  q u a l i t y  o f  pulmonary c u r r i c u l a  and of  f o s t e r ­
i n g  r e s e a r c h  and careers i n  t h e  r e s p i r a t o r y  f i e l d .  Each school  o f  medicine 
o r  os teopathy  i n  t h e  United S t a t e s  o r  i t s  posses s ions  and t e r r i t o r i e s  i s  
e l i g i b l e  f o r  such an award. (Awards w i l l  be l i m i t e d  t o  one f o r  each e l i ­
g i b l e  school ,  f o r  a p r o j e c t  pe r iod  up t o  f i v e  yea r s . )  The number o f  new 
awards made each yea r  depends on t h e  a v a i l a b i l i t y  o f  funds.  

The Div is ion  has  i n i t i a t e d  t h e  Pulmonary Academic Award Program t o  provide  
a s t imu lus  f o r  development of  a pulmonary cur r icu lum i n  those  schoo l s  t h a t  
do no t  have one and t o  s t r e n g t h e n  and improve t h e  pulmonary cur r icu lum i n  
t h o s e  schoo l s  t h a t  do. Awards provide  suppor t  t o  i n d i v i d u a l  f a c u l t y  mem­
b e r s  f o r  t h e i r  educa t iona l  development, and f o r  implementation o f  t h e  
pulmonary curr iculum. 

App l i ca t ions  must be rece ived  no l a te r  than  A p r i l  1, 1980 f o r  review a t  
t h e  September (1980) meeting o f  t h e  Nat iona l  Heart, Lung,'and Blood 
Advisory Council .  Awards w i l l  be made wi th  a beginning d a t e  o f  
June  I,  1981. 

For information about  p repa r ing  a p p l i c a t i o n s ,  c o n t a c t :  

Barbara Marzet ta  Liu 
Prevent ion ,  Educat ion,  and 

Manpower Branch 
D i v i s i o n  of Lung D i s e a s e s  
Nat iona l  Heart, Lung, and 

Blood I n s t i t u t e  
Room 6A05, Westwood Bui ld ing  
5333 Westbard Avenue 
Bethesda,  Maryland 20205 

-6 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 

NI H- NHLBI - DLD-80G-B 

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE 

TITLE : SPECIALIZED CENTERS OF RESEARCH 
in 

Chhon& ObhRhucAXve Lung V . b e . a h e b  
Pediathic PlLenonatLy V i A m a  
Fibao;tic and lmmunatogic 1 n t m W a . l  Lung Vhwa 
PuRmomy vabcutan vibma 

AppficaAlon aeceipX date,  SepXmbm 1 5 ,  1980 

I. BACKGROUND INFORMATION 

The Divis ion of Lung Diseases  of t he  National Heart, Lung, and Blood 
I n s t i t u t e  i n v i t e s  new o r  competi t ive renewal a p p l i c a t i o n s  f o r  g r a n t s  
t o  support  Spec ia l ized  Centers  of Research (SCOR) f o r  bas i c  and c l i n i c a l  
i n v e s t i g a t i o n s  addressed t o  only  one of t h e  fol lowing fou r  pulmonary 
d i sease  ca t egor i e s :  

The SCOR program complements o the r  programs supported by t h e  Divis ion.  
I t  f o s t e r s  a concerted research  e f f o r t  t h a t  involves  bas i c  d i s c i p l i n e s  
but has  major emphasis on c l i n i c a l  problems r e l a t i v e  t o  t h e  prevent ion ,  
d iagnos is  and t reatment  of d i seases  wi th in  the  purview of t h e  Divis ion 
of  Lung Diseases. Spec ia l  f e a t u r e s  of  t h e  SCOR gran t  are these :  

e 	 It provides  the  oppor tuni ty  f o r  i n v e s t i g a t o r s  w i th  mutual o r  
complementary i n t e r e s t s  t o  engage i n  i n t e r d i s c i p l i n a r y  research .  
However, i t  mus t  focus on problems of pulmonary d i seases  
i d e n t i f i e d  i n  t h i s  announcement. 

e 	 While c l i n i c a l  a spec t s  of  d i sease  mus t  be t h e  primary emphasis, 
t he  c e n t e r  program must include fundamental s t u d i e s .  The bas i c  
research  m u s t  be c l e a r l y  r e l a t e d  t o  the  d i sease  focus,  and must 
con t r ibu te ,  d i r e c t l y  o r  i n d i r e c t l y ,  t o  e luc ida t ion  of  mechanisms 
underlying the  disease process ,  o r  t o  b e t t e r  d i agnos i s ,  manage­
ment o r  prevent ion o f  d i sease .  The SCOR g ran t  may inc lude  pro­
j e c t s  designed t o  a c c e l e r a t e  the  t r a n s f e r  of knowledge gained 
from research  t o  i t s  use  i n  community medicine. 

This  program is descr ibed in  t h e  Catalog of Federal  Domestic Ass is tance ,  
number 13.838. Grants w i l l  be awarded under the  a u t h o r i t y  of t he  Publ ic  

bf Health Serv ice  Act, T i t l e  111, Sect ion 301 (Publ ic  Law 78-410, a s  amended: 
42  USC 241) and administered under PHS grant  p o l i c i e s  and Federal  Regula­
t i o n s  42 CFR P a r t  52 and 45 CFR P a r t  74. 
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Each c e n t e r  must have a we l l -de l inea ted  o r g a n i z a t i o n a l  s t r u c t u r e  
and a d m i n i s t r a t i v e  mechanism t o  ensu re  a p roduc t ive  r e sea rch  
e f f o r t  t h a t  w i l l  f u r t h e r  t h e  s t a t e d  g o a l s  of t h e  g r a n t .  

Inhe ren t  i n  t h e  SCOR program i s  a s p e c i a l  r e l a t i o n s h i p  between 
t h e  c e n t e r ' s  d i r e c t o r ,  t h e  sponsor ing  i n s t i t u t i o n ,  and t h e  
Div is ion  of Lung Diseases. The Div i s ion  w i l l  p rovide  adv ice  
and guidance,  and ove r see  t h e  c e n t e r  t o  t h e  e x t e n t  needed t o  
m e e t  t h e  goa l s  of t h e  D i v i s i o n ' s  Nat iona l  Program as  w e l l  as 
t h e  g o a l s  of t h e  SCOR g r a n t .  To t h e s e  ends,  t h e  Div is ion  w i l l  
p rovide ,  a s  p a r t  of t h e  g r a n t ,  funds s p e c i f i c a l l y  a l l o c a t e d  f o r  
SCOR coord ina t ion .  This  makes i t  p o s s i b l e  f o r  i n v e s t i g a t o r s  
i n  d i f f e r e n t  c e n t e r s  t o  m e e t  and d i s c u s s  problems of mutual 
h t e re s t  and t o  engage i n  workshops addressed  t o  s p e c i f i c  
f a c e t s  of t h e  SCOR program. 

The D i v i s i o n ' s  SCOR program and each SCOR g r a n t  undergo p e r i o d i c  
eva lua t ion .  Also ,  r e p o r t s  of  p r o g r e s s  are prepared f o r  t h e  
informat ion  of  t h e  Pulmonary Diseases Advisory Committee and 
t h e  Nat ional  Heart, Lung, and Blood Advisory Counci l .  

Because of  t h e  s i z e  and complexi ty  o f  a SCOR, p r o s p e c t i v e  a p p l i c a n t s  are 
urged t o  t a k e  advantage o f  t h e  oppor tun i ty  t o  c o n s u l t  w i t h  t h e  s t a f f  of  
t h e  Div is ion  of Lung Diseases e a r l y  i n  t h e  p r e p a r a t i o n  o f  t h e  a p p l i c a t i o n .  
(See Sec t ion  V). 

RESEARCH GOALS AND SCOPE 

To be  a c c e p t a b l e  f o r  t h e  SCOR compet i t ion ,  a p p l i c a t i o n s  must be  addressed  
t o  only  one of t h e  d i s e a s e  c a t e g o r i e s  i d e n t i f i e d  below. For t h e  guidance 
of  app l i - can t s ,  some t o p i c s  of p a r t i c u l a r  i n t e r e s t  t o  t h e  D i v i s i o n ' s  
program a r e  i d e n t i f i e d ,  b u t  o t h e r  t o p i c s  may be  inc luded  i f  they  a re  
r e l e v a n t  t o  t h e  goa l s  of a p a r t i c u l a r  c e n t e r .  P roposa l s  may inc lude  
l o n g i t u d i n a l  s t u d i e s  o r  epidemiologic  surveys  i f  they are  based on 
popu la t ions  a l r e a d y  under  s tudy .  The SCOR g r a n t  w i l l  n o t  provide  funds 
f o r  s e l e c t i o n  of  new popu la t ions ,  bu t  w i l l  suppor t  a p p r o p r i a t e  expansion 
of popu la t ions  a l r e a d y  be ing  examined. 

Chronic Obs t ruc t ive  Lune Diseases 

The D i v i s i o n ' s  mandate i n  t h i s  program area i n c l u d e s  ch ron ic  b r o n c h i t i s  
and emphysema, and t h e  pulmonary impairment i n  asthma, but  n o t  i t s  
a l l e r g i c  o r  immunologic a s p e c t s .  

Of p a r t i c u l a r  i n t e r e s t  are  b a s i c  mechanisms involved i n  t h e  s t r u c t u r a l  
and f u n c t i o n a l  derangements a s s o c i a t e d  wi th  o n s e t  and p rogres s ion  of 
'chronic b r o n c h i t i s  and emphysema; improved management of t h e s e  d i s e a s e s  
through i d e n t i f i c a t i o n  of  presymtomatic s t a g e s ,  c r i t i c a l  assessment  of 
current .  t h e r a p e u t i c  measures,  and development of more e f f e c t i v e  regimens; 
and p reven t ion ,  through unders tanding  o f  h o s t  and environmental  r i s k  
f a c t o r s ,  t h e i r  i n t e r a c t i o n s ,  an.d r o l e s  i n  e t i o l o g y  and pa thogenes is .  

, 
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With regard  t o  asthma, t h e r e  i s  s p e c i a l  i n t e r e s t  i n  mechanisms involved 
i n  b ronchocons t r i c t ion  and t h e  development o f  more e f f e c t i v e  measures 
t o  a m e l i o r a t e  o r  prevent  t h e  bronchoconscr ic tor  response .  

P e d i a t r i c  Pulmonarv Diseases 

Major emphasis i n  t h i s  program i s  on t h e  neona ta l  r e s p i r a t o r y  d i s t r e s s  
syndrome and bronchopulmonary d y s p l a s i a ,  t h e  pulmonary a s p e c t s  o f  c y s t i c  
f i b r o s i s ,  and t h e  r e l a t i o n s h i p  of b r o n c h i o l i t i s  i n  chi ldhood t o  pulmonary 
damage t h a t  may l e a d  t o  ch ron ic  pulmonary d i s o r d e r s  i n  t h e  a d u l t .  

Topics of p a r t i c u l a r  i n t e r e s t  w i th  regard  t o  t h e s e  n e o n a t a l  r e s p i r a t o r y  
d i s o r d e r s  a re  derangements i n  t h e  normal p rocesses  of development of 
r e s p i r a t o r y  and non-resp i ra tory  lung  f u n c t i o n s  t h a t  r e s u l t  i n  such 
d i s o r d e r s ,  and s t u d i e s  t h a t  w i l l  improve t h e i r  d e t e c t i o n ,  management, 
and prevent ion .  

Topics  relevant t o  t h e  D i v i s i o n ' s  programs i n  c y s t i c  f i b r o s i s  are  
i d e n t i f i c a t i o n  of  t h e  b a s i c  d e f e c t  under ly ing  t h e  pulmonary d i s e a s e ,  
e a r l y  pa thogene t i c  changes i n  t h e  lung ,  and improved management through 
c r i t i ca l  assessment  of  c u r r e n t  modes of therapy  and development o f  
new regimens. 

The emphasis of  t h e  D i v i s i o n ' s  program on b r o n c h i o l i t i s  re la tes  t o  t h e  
pa thophys io logic  f e a t u r e s  of  t h i s  d i s e a s e  and i t s  p o t e n t i a l  conbr ibu t ion  
t o  subsequent ch ron ic  lung  d i s e a s e  i n  the a d u l t .  Other  areas of i n t e r e s t  
i nc lude  methods of e a r l y  d e t e c t i o n  a p p l i c a b l e  t o  c h i l d r e n .  

F i b r o t i c  and I m u n o l i g i c  I n t e r s t i t i a l  Lung Diseases 

The D i v i s i o n ' s  mandate i n  t h i s  program area inc ludes  f i b r o t i c  and 
granulomatous lung  d i s e a s e s  of unknown e t i o l o g y  and those  t h a t  r e s u l t  
from exposure t o  inha led  a g e n t s  t h a t  may be  found i n  t h e  ambient a i r ,  
i nc lud ing  t h e  home and occupat iona l  environments.  

Topics of s p e c i a l  i n t e r e s t  are  t h e  immunologic and o t h e r  b a s i c  mechanisms 
involved i n  t h e  o n s e t  and p rogres s ion  o f  t h e s e  lung  d i s e a s e s  and i n  t h e  
development of p reven t ive  and t h e r a p e u t i c  measures.  

Pulmonary Vascular  Diseases 

Pulmonary edema and pulmonary hyper tens ion  are  t h e  major concerns,of 
t h i s  program area. Topics of p a r t i c u l a r  i n t e r e s t  are  t h e  fundamental  
mechanisms involved i n  t h e s e  d i s o r d e r s ,  development o f  noninvas ive  
techniques  f o r  t h e i r  e a r l y  d e t e c t i o n ,  and more e f f e c t i v e  t h e r a p e u t i c  
i n t e r v e n t i o n s .  

Addi t iona l  t o p i c s  of  i n t e r e s t  i nc lude  s t u d i e s  of mechanisms of  lung  
i n j u r y  l e a d i n g  t o  pulmonary v a s c u l a r  d i s e a s e s ,  s i tes  of  i n j u r y ,  and 
p rocesses  involved i n  progress ion  and r e p a i r .  
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111. MECHANISM O F  SUPPORT 

The suppor t  mechanism w i l l  be  t h e  grant- in-aid.  Thus, a l l  p o l i c i e s  and 
requirements  which govern t h e  g r a n t  programs of  t h e  PHS w i l l  p r e v a i l ,  
i n c l u d i n g  t h e  requirement f o r  c o s t  s h a r i n g .  However, i t  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  i n  i ts  degree of  goa l  o r i e n t a t i o n  and i n  t h e  
degree of  d i r e c t  p a r t i c i p a t i o n  by t h e  Nat ional  Heart, Lung, and Blood 
I n s t i t u t e .  While i t  i s  expected t h a t  t h e  i n v e s t i g a t o r s  of the indiv idua l  
SCOR's w i l l  p l a n ,  d i r e c t ,  and execute  t h e i r  own r e s e a r c h  program, any 
s u b s t a n t i v e  m o d i f i c a t i o n s  i n  that program must be mutual ly  agreed upon 
by t h e  N a t i o n a l  Heart, Lung, and Blood I n s t i t u t e .  Ongoing e v a l u a t i o n  
w i l l  i n c l u d e  p e r i o d i c  v i s i t s  t o  t h e  SCOR I n s t i t u t i o n s  and review of 
formal p r o g r e s s  r e p o r t s .  

Appl icants  are reques ted  t o  f u r n i s h  t h e i r  own estimates of t h e  t i m e  
requi red  t o  a c h i e v e  s p e c i f i c  o b j e c t i v e s  of  t h e  proposed work, a schedule  
f o r  completion o f  t h e  work, o r  an o u t l i n e  o f  t h e  phases  o r  segments i n t o  
which t h e  proposed program can be l o g i c a l l y  d i v i d e d .  Awards w i l l  be f o r  
a maximum f i v e  y e a r  per iod;  a December 1, 1981 s tar t  d a t e  should b e  
requested.  

Although t h i s  s o l i c i t a t i o n  w i l l  b e  inc luded  and provided f o r  i n  the 
f i s c a l  p l a n s  f o r  F i s c a l  Year 1982, suppor t  o f  g r a n t s  pursuant  t o  this 
r e q u e s t  f o r  a p p l i c a t i o n s  is  cont ingent  upon 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.  The c u r r e n t  program involves  n i n e t e e n  g r a n t s  
which have a t o t a l  annual  funding base  of approximately twelve m i l l i o n  
d o l l a r s  ( i n c l u d i n g  i n d i r e c t  c o s t s ) .  A t  t h i s  t i m e ,  i t  i s  n o t  p o s s i b l e  
t o  p r e d i c t  whether f u t u r e  funding w i l l  be  a t  t h e  c u r r e n t  l e v e l  o r  a t  a 
lower o r  h i g h e r  level. This  w i l l  be  inf luenced  by t h e  amount of funds 
a v a i l a b l e  t o  t h e  Div is ion ,  by t h e  o v e r a l l  m e r i t  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 s .  A v a r i e t y  of approaches would be 
respons ive  t o  t h i s  announcement; accord ingly ,  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  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. 

I V .  REVIEW PROCEDURES AND CRITERIA 

The mer i t  review of t h e s e  a p p l i c a t i o n s  w i l l  b e  conducted by t h e  Nat iona l  
Heart ,  Lung, and Blood I n s t i t u t e .  Primary review w i l l  b e  conducted by 
a review group of  c o n s u l t a n t s  w i t h  a p p r o p r i a t e  s c i e n t i f i c  e x p e r t i s e .  
Secondary review w i l l  be  by t h e  N a t i o n a l  Heart, Lung, and Blood I n s t i t u t e  
Advisory Council .  Appl icants  w i l l  be informed o f  t h e  r e s u l t s  of t h e  
competi t ion a s  soon a s  p o s s i b l e  a f t e r  t h e  May 1981 meeting of  t h e  
Council .  

The i n i t i a l  s c i e n t i f i c  and t e c h n i c a l  merit e v a l u a t i o n  w i l l  emphasize t h e  
review of each component p r o j e c t  and c o r e  u n i t  and review of t h e  program 
a s  an i n t e g r a t e d  r e s e a r c h  e f f o r t  focused on t h e  s p e c i f i c  c l i n i c a l  g o a l s .  

Review of  P r o j e c t s  and Core U n i t s  

The review c r i te r ia  inc lude :  

o 	 t h e  sc ien t i f ic  m e r i t  o f  each r e s e a r c h  p r o j e c t  and t h e  r e l a t i o n  
of  t h e  p r o j e c t  t o  t h e  o v e r a l l  g o a l s  of  t h e  c e n t e r ;  
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e t h e  t e c h n i c a l  m e r i t  and j u s t i f i c a t i o n  of each c o r e  u n i t ;  

e 	 t h e  accomplishments and p r o g r e s s  t o  d a t e ,  p a r t i c u l a r l y  f o r  
renewal a p p l i c a t i o n s  ; 

e 	 t h e  q u a l i f i c a t i o n s ,  exper ience ,  and commitment o f  t h e  i n v e s t i ­
g a t o r s  r e s p o n s i b l e  f o r  t h e  r e s e a r c h  p r o j e c t s  o r  c o r e  u n i t s  and 
t h e i r  a b i l i t y  t o  devote  adequate  t i m e  and e f f o r t  t o  the program; 
and 

t h e  a p p r o p r i a t e n e s s  of  t h e  budget f o r  t h e  proposed pro j .ec t s  and 
c o r e  u n i t s .  

R e v i e w  of  t h e  Center  as an I n t e g r a t e d  E f f o r t  

The review cri teria inc lude :  

t h e  s i g n i f i c a n c e  and t h e  importance of t h e  r e s e a r c h  t o  t h e  
programmatic g o a l s  o f  t h e  SCOR announcement; 

t h e  m u l t i d i s c i p l i n a r y  scope of t h e  c e n t e r  and t h e  coord ina t ion  
and i n t e r r e l a t i o n  of  t h e  r e s e a r c h  p r o j e c t s  and c o r e  u n i t s ;  

t h e  l e a d e r s h i p  and s c i e n t i f i c  s t a t u r e  of t h e  program d i r e c t o r  
and h i s  o r  h e r  commitment and a b i l i t y  t o  devote  adequate  time 
and e f f o r t  t o  t h e  program; 

t h e  p a r t i c i p a t i o n  o f  a n  e f f e c t i v e  number of r e s p o n s i b l e  
experienced i n v e s t i g a t o r s ;  

t h e  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  
would b e  conducted, i n c l u d i n g  t h e  a v a i l a b i l i t y  o f  space ,  equip­
ment, p a t i e n t s ,  and t h e  p o t e n t i a l  f o r  i n t e r a c t i o n  w i t h  s c i e n t i s t s  
from o t h e r  departments  and o t h e r  i n s t i t u t i o n s ;  

t h e  i n t e r n a l  arrangement f o r  q u a l i t y  c o n t r o l  o f  on-going r e s e a r c h ,  
t h e  a l l o c a t i o n  of funds ,  day-to-day management, communication and 
c o o p e r a t i o n  between t h e  i n v e s t i g a t o r s  involved i n  t h e  program, 
and c o n t r a c t u a l  agreements;  

t h e  presence  of an a d m i n i s t r a t i v e  and o r g a n i z a t i o n a l  s t r u c t u r e  
t h a t  would f a c i l i t a t e  a t t a i n m e n t  of t h e  proposed o b j e c t i v e  of 
t h e  program; 

t h e  i n s t i t u t i o n a l  commitment t o  t h e  requirements  of t h e  program; 
and 

t h e  a p p r o p r i a t e n e s s  of  t h e  budget t o  t h e  proposed program. 

The last s t e p  i n  t h e  review process  i s  conducted by t h e  Nat iona l  Hear t ,  
Lung, and Blood Advisory Council .  
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Review of t h e  Proposed Center  by t h e  Nat ional  Hear t ,  Lung, and Blood 
Advisory Council  

Fac to r s  cons idered  i n  t h i s  review inc lude :  

e 	 t h e  r e s u l t s  of  t h e  i n i t i a l  review f o r  s c i e n t i f i c  and t e c h n i c a l  
m e r i t ;  

e 	 t h e  s i g n i f i c a n c e  of  t h e  r e sea rch  program t o  t h e  pulmonary d i s e a s e  
c a t e g o r i e s  i n  t h i s  announcement; 

n a t i o n a l  needs and program ba lance ;  and 

e p o l i c y  and budgetary c o n s i d e r a t i o n s .  

V. METHOD OF APPLYING 

SPECIFIC GUIDELINES FOR PREPARATION OF AN APPLICATION FOR A SPECIALIZED 
CENTER OF RESEARCH ARE AVAILABLE UPON REQUEST. PROSPECTIVE APPLICANTS 
ARE URGED TO WRITE FOR THESE GUIDELINES EARLY I N  THE PLANNING STAGE. 


To t h e  e x t e n t  p o s s i b l e ,  t h e  Div is ion  o f  Lung Diseases i s  prepared t o  
d i s c u s s  p l a n s  f o r  deve loping  SCOR proposa l  with prospec t ive  a p p l i c a n t s .  
However, t o  p rov ide  e f f e c t i v e  guidance,  t h e  Div is ion  must r e c e i v e  a 
d r a f t  that  i s  complete  w i t h  regard  t o  a l l  s u b s t a n t i v e  s e c t i o n s .  These 
tnc lude  d e s c r i p t i o n  of SCOR g o a l s ,  d e t a i l e d  p r e s e n t a t i o n s  of  p r o j e c t s  
and c o r e s ,  d e s c r i p t i o n  o f  o r g a n i z a t i o n  and a d m i n i s t r a t i v e  p l ans ,  d e t a i l e d  
budgets  f o r  each p r o j e c t  and c o r e  and b iog raph ica l  d a t a  f o r  a l l  p a r t i c i ­
p a t i n g  i n v e s t i g a t o r s .  

I n q u i r i e s  about  p r e p a r a t i o n  of a p p l i c a t i o n s  should be  addressed t o :  

Claude Lenfant ,  M.D. 

D i r e c t o r  

Divis ion  of Lung Diseases 

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

’Room 6Al6, Westwood Bu i ld ing  

5333 Westbard Avenue 

Bethesda,  Maryland 20205 


Telephone: (301) 496-7208 

To p rov ide  an e timate o f  t h e  number o f  a p p l i c a t i o n s ,  f o r  purp ses of 
p lanning  t h e  review,  p r o s p e c t i v e  a p p l i c a n t s  should submit a b r i e f  l e t t e r  
of i n t e n t  (no t  t o  exceed two pages) no l a t e r  than  J u l y  1, 1980 desc r ib ­
i n g  t h e  proposed g o a l s  o f  t h e  SCOR, t y p e s  of  p r o j e c t s  t o  be  inc luded ,  
names o f  r e s p o n s i b l e  i n v e s t i g a t o r s  w i t h  academic t i t l e s ,  and an estimate 
of t h e  l e v e l  o f  funding ( d i r e c t  c o s t s )  r e q u i r e d .  Letters o f  i n t e n t  are 
n o t  b inding .  
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%wvf Letters of i n t e n t  should be s e n t  to :  

Char l e s  T u r b y f i l l ,  Ph.D. 

Chie f ,  Centers  and S p e c i a l  P r o j e c t s  Review Sec t ion  

Divis ion  o f  Extramural A f f a i r s  

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

Room 553A, Westwood Bu i ld ing  

5333 Westbard Avenue 

Bethesda,  Maryland 20205 


Appl i ca t ion  form PHS 398 should be  used. Forms may be  ob ta ined  from t h e  
I n s t i t u t i o n ' s  App l i ca t ion  Cont ro l  O f f i c e  o r  from t h e  Div is ion  of Research 
Grants,  N I H .  

The completed a p p l i c a t i o n  and 24 c o p i e s  should  be  d e l i v e r e d  t o :  

Div is ion  o f  Research Grants  
Nat iona l  I n s t i t u t e s  of H e a l t h  
Room 240, Westwood Bu i ld ing  
Bethesda, Maryland 20205 

Two a d d i t i o n a l  c o p i e s  should be mailed t o  t h e  Div i s ion  of Lung Diseases, 
Na t iona l  I n s t i t u t e s  of Heal th .  

A p p l i c a t i o n s  must be  rece ived  by 5'300 p.m. EDT September 15, 1980. 

*I-# A b r i e f  cover ing  l e t te 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  t h e  proposa l  is  being submi t ted  i n  r e sponse  t o  t h i s  Request f o r  
A p p l i c a t i o n s  NHLBI-DLD-80G-B. 

Consequences o f  Lack o f  Responsiveness t o  t h e  RFA o r  L a t e  Submission 

A p p l i c a t i o n s  submi t ted  i n  response t o  t h i s  r eques t  w i l l  be  reviewed by 
NHLBI s t a f f  t o  determine respons iveness  t o  t h e  c r i t e r i a  f o r  a Spec ia l i zed  
Center  for Research. Those a p p l i c a t i o n s  that  are judged n o t  respons ive ,  
o r  are n o t  r ece ived  by September 15 ,  1980, w i l l  n o t  be accepted  f o r  review 
and w i l l  be r e tu rned  t o  t h e  a p p l i c a n t .  

T ime  t a b 1e 

Letters of i n t e n t  should be submit ted no l a t e r  than  J u l y  1, 1980. 

The o r i g i n a l  and 24 cop ie s  of t h e  completed a p p l i c a t i o n  should be 
submi t ted  t o  t h e  Div is ion  of Research Grants ,  N I H ,  no l a t e r  than  
September 15,  1980. Two a d d i t i o n a l  c o p i e s  should be  submi t ted  t o  t h e  
Div i s ion  of Lung Diseases. 

The f i n a l  review o f  a p p l i c a t i o n s  by t h e  Na t iona l  Heart, Lung, and Blood 
I n s t i t u t e  Advisory Council w i l l  be  completed by May 1981. 

Not ice  t o  a p p l i c a n t s  on t h e  outcome of t h e  review w i l l  be  i n  June 1981. 

I n i t i a t i o n  of awards  w i l l  no t  be b e f o r e  December 1, 1981. *' 
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"'rru,  REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 

NI H-NHLBI -DLD-80G-C 

NATIONAL H E A R T ,  L U N G ,  A N D  BLOOD INSTITUTE 

TITLE : NUTRITIONAL STATUS AND NONRESPIRATORY LUNG INFECTION 

AppficcLtion h e c ~ p . tdate, Mahch 14 ,  7980 

I. BACKGROUND 

A sys temat ic  approach t o  t h e  s tudy of  n u t r i t i o n a l  e f f e c t s  on t h e  lung 
is  an  e s s e n t i a l  s t e p  toward determining t h e  r o l e  of n u t r i t i o n  i n  t h e  
e t io logy ,  pathogenesis  and management of pulmonary d i sease .  The 
e f f e c t s  of n u t r i t i o n  have no t  been s tud ied  as extens ive ly  i n  t h e  lung 
as i n  o t h e r  organs such as l i v e r ,  muscle, b r a i n  and bone. 

Animal s t u d i e s  i n d i c a t e  t h a t  u l t r a s t r u c t u r a l  characteristics, mechanical 
p r o p e r t i e s ,  and metabol ic  a c t i v i t i e s  of t he  lung may be a l t e r e d  by 
s t a r v a t i o n  o r  markedly reduced food consumption. For in s t ance ,  t h e  
changes i n  lung  mechanical p r o p e r t i e s  which have been observed follow­
ing  food depr iva t ion  are bel ieved t o  be  due t o  a l t e r a t i o n s  i n  both 
su r face  fo rces  and t i s s u e  e las t ic  fo rces .  S tud ie s  have been reported 
which suggest  t h a t  lung s u r f a c t a n t  metabolism is a l t e r e d  fol lowing 

,F 
food depr iva t ion ,  bu t  t h e  mechanisms involved are n o t  understood. 
Moreover, l i t t l e  information is a v a i l a b l e  on t h e  turnover  o r  metabolism 
of  lung  connect ive t i s s u e  cqmponents fol lowing food depr iva t ion .  Diets 
d e f i c i e n t  i n  e s s e n t i a l  f a t t y  a c i d s  and vitamin A seem t o  l ead  t o  bio­
chemical changes i n  lung t i s s u e ,  but l i t t l e  is known about t h e  processes  
involved i n  these  changes. Our understanding of t h e  in f luence  of 
n u t r i t i o n  on lung func t ion  dur ing  stress is  a l s o  r a t h e r  l imi t ed .  This  
i s  unfor tuna te  a s  inadequate n u t r i t i o n  could have adverse e f f e c t s  on 
lung  func t ion  i n  s i t u a t i o n s  where i t  is  a l ready  compromised, f o r  example, 
during exposure t o  oxidants .  

More information is needed about how n u t r i t i o n a l  s t a t u s  a l t e r s  lung 
defense func t ions .  I t  is known t h a t  a c u t e  s t a r v a t i o n  may depress  t h e  
rate of  b a c t e r i a l  c l ea rance  by a l v e o l a r  macrophages i n  ra t s ,  but  t h e  
n a t u r e  of underlying mechanisms remains t o  be determined. Moreover, 
t he  ex ten t  t o  which c i l i a r y  a c t i v i t y  and mucoci l iary t r a n s p o r t  are 
a l t e r e d  by changes i n  n u t r i t i o n a l  s t a t e  i s  no t  known. Whether d i e t a r y
an t iox idan t s  such a s  vi tamin E p r o t e c t  t h e  lung a g a i n s t  oxidant  i n j u r y  
i s  another  quest ion t h a t  needs t o  be inves t iga t ed  f u r t h e r .  

This program is descr ibed i n  t h e  Catalog of Federal  Domestic Assis tance 
number 13.838. Grants w i l l  be awarded under t h e  a u t h o r i t y  of t h e  Publ ic  
- - a l t h  Serv ice  A c t ,  T i t l e  111, Sect ion 301 (Publ ic  Law 78-410, a s  amended; 

''Sc 241) and adminis tered under PHS grant  p o l i c i e s  and Federal  Regulations
' P a r t  52 and 45 CFR P a r t  74. 
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11. GOALS AND SCOPE 

The s p e c i f i c  goal  o f  t h i s  program is  t o  encourage research  i n  animals 
t o  e l u c i d a t e  t h e  mechanisms by which nonresp i ra tory  func t ions  of normal 
mature lungs are inf luenced by n u t r i t i o n a l  s t a t u s .  Other lung func t ions ,  
i . e .  lung mechanics, may be s tudied i f  t h e  i n t e n t  i s  t o  c o r r e l a t e  them 
wi th  nonresp i ra tory  func t ions ,  bu t  major emphasis must be on t h e  l a t te r .  
Mul t id i sc ip l inary  approaches involving e x p e r t i s e  i n  biochemical n u t r i ­
t i o n  and i n  lung nonresp i ra tory  func t ions  are encouraged. N u t r i t i o n a l  
s ta tes  t o  be s tud ied  may include c a l o r i e  o r  p r o t e i n  unde rnu t r i t i on ,  
e s s e n t i a l  f a t t y  ac id  de f i c i ency  , and supplementation t o  documented 
n u t r i t i o n a l  d e f i c i e n c i e s .  The s t u d i e s  must be designed t o  test a 
s p e c i f i c  hypothesis  and t h e  choice of a p a r t i c u l a r  n u t r i t i o n a l  a spec t  
for study must be based on a c l e a r  r a t i o n a l e .  S tud ie s  which are  n o t  
designed t o  tes t  a s p e c i f i c  hypothesis ,  o r  which are  merely designed 
t o  test a random s e l e c t i o n  of d i e t s  or n u t r i t i o n a l  d e f i c i e n c i e s  w i l l  
n o t  be considered responsive t o  t h i s  announcement. I s o l a t e d  lung c e l l s  
o r  t i s s u e s  may be s tud ied  t o  t h e  e x t e n t  needed t o  i n v e s t i g a t e  a pa r t i cu ­
l a r  n u t r i t i o n a l  s ta te  i n  t h e  i n t a c t  animal,  bu t  s t u d i e s  aimed a t  e l u c i d a t ­
ing  n u t r i t i o n a l  requirements f o r  lung c e l l s  or t i s s u e  c u l t u r e s  are n o t  
acceptable .  

Nonrespiratory lung func t ions  such as p r o t e i n  s y n t h e s i s  and degradat ion,  
i nc lud ing  col lagen and e l a s t i n ,  l i p i d  metabolism, DNA and RNA con ten t ,  
a l t e r a t i o n  i n  enzymes p a r t i c i p a t i n g  i n  lung defense and energy metabolism 
exemplify a r e a s  of r e sea rch  t h a t  w i l l  be  supported under t h i s  announce­
ment. S tud ie s  which at tempt  t o  c o r r e l a t e  observed changes with 
morphologic a l t e r a t i o n s  a r e  encouraged. S t u d i e s  on lung defense 
mechanisms such a s  c i l i a r y  a c t i v i t y ,  phagocytosis and b a c t e r i a l  c l ea rance  
by a l v e o l a r  macrophages are a l s o  accep tab le .  Immunologic defense 
func t ions  of t h e  lung may b e  included,  bu t  proposals  wi th  main emphasis 
on s p e c i f i c  immune responses w i l l  not  be accep tab le .  S tud ie s  on develop­
i n g  lung w i l l  n o t  be supported under t h i s  announcement; n e i t h e r  w i l l  
epidemiological s t u d i e s ,  c l i n i c a l  t r i a l s ,  and o t h e r  c l i n i c a l  s t u d i e s .  

The research  t o p i c s  presented below a r e  intended t o  provide examples of 
research  a r e a s  t h a t  would meet t h e  goa l s  of  t h i s  program. 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  r e l evan t  t o p i c s  and approaches t h a t  
would l ead  t o  an understanding o f  how nonresp i ra tory  func t ions  of mature 
lung are influenced by n u t r i t i o n a l  s t a t u s ,  and the mechanisms underlying 
such in f luences .  

A .  Lung Connective Tissue  Metabolism 

While i t  has  been reported t h a t  c a l o r i c  d e p r i v a t i o n  in f luences  
lung pressure-volume c h a r a c t e r i s t i c s  by a l t e r i n g  both  surfacc 
f o r c e s  and t i s s u e  e l a s t i c i t y ,  t h e  cause of t h e s e  changes i s  no t  
understood. Information on t h e  e f f e c t s  of n u t r i t i o n  on lung 
connective t i s s u e  is, i n  p a r t i c u l a r ,  very l i m i t e d .  It  i s  n o t  
known, f o r  example, i f  t h e  changes j n  lung e l a s t i c i t y  and mor­
phology observed during food depr iva t ion  a r e  r e l a t e d  t o  s u b s t r a t e  
d e f i c i e n c i e s ,  enzymatic changes, a l t e r e d  turnover  rates of e l a s t i n  
or col lagen o r  changes i n  t h e  r a t i o s  of d i f f e r e n t  col lagen types.  
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It a l s o  i s  no t  known i f  t h e  changes are t o t a l l y  o r  p a r t i a l l y  
r e v e r s i b l e .  S tud ie s  suggest t h a t  a sco rb ic  ac id  def ic iency  r e s u l t s  i n  
the under-hydroxylation of col lagen and reduces co l lagen  sec re t ion .  
However, the  exact  r o l e  of a sco rb ic  a c i d  i n  lung connect ive t i s s u e  
b iosynthes is  i s  no t  known. 

B. Lung Defense Functions 

Animal s t u d i e s  have demonstrated t h a t  impairment of a l v e o l a r  macro-
phage func t ion  may occur dur ing  s t a r v a t i o n .  However, t he  mechanism of 
the  a l t e r a t i o n  i n  macrophage a c t i v i t y  is no t  known. Whether o r  no t  
these  changes a r e  reversed by subsequent re feeding  is a l s o  no t  c l e a r .  
I t  i s  no t  known i f  n u t r i t i o n a l  s t a t u s  can a l te r  b a c t e r i a l  co lon iza t ion  
of t he  r e s p i r a t o r y  t ract .  There i s  some evidence t o  suggest  t h a t  an 
increase  i n  t h e  sa tu ra t ed  f a t t y  ac id  conten t  of lung t r i g l y c e r i d e s  
through d i e t a r y  manipulation r e s u l t s  i n  increased s u s c e p t i b i l i t y  t o  
oxidants .  However, i t  i s  not  known i f  i nc reas ing  d i e t a r y  unsa tura ted  
f a t t y  a c i d s  can counterac t  t h e  tox ic  e f f e c t s  of ox idants .  While 
def ic iency  of vi tamin E appears  t o  enhance t h e  t o x i c  e f f e c t s  of ox idants ,  
i t  a l s o  i s  no t  c l e a r  i f  vitamin E can p r o t e c t  a g a i n s t  oxidant-induced 
lung damage. 

C. Lung Lip id  Metabolism 

W h i l e  i t  i s  known t h a t  food depr iva t ion  decreases  t h e  amount of d ipa lmi toyl  
phosphat idylchol ine,  a major component of lung  s u r f a c t a n t ,  our  under-
s tanding  of how these  changes occur and what t h e i r  consequences are is 
s t i l l  not  complete. Systematic  i n v e s t i g a t i o n s  of key s u b s t r a t e  require­
ments f o r  lung l i p i d  syn thes i s  i n  normal lung are of  i n t e r e s t .  

111. MECHANISM OF SUPPORT 

The support  mechanism f o r  t h i s  program w i l l  be t h e  t r a d i t i o n a l  N I H  grant-
in-aid;  success fu l  a p p l i c a n t s  w i l l  p lan  and execute  t h e i r  own research  
program. Upon i n i t i a t i o n  of t h e  program, t h e  Divis ion of  Lung Diseases 
w i l l  sponsor pe r iod ic  workshops t o  encourage exchange of information 
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 included and provided f o r  i n  t h e  f i n a n c i a l  p lans  
f o r  F isca l  1980, award of g r a n t s  pursuant  t o  t h i s  reques t  f o r  g ran t  app l i ­
c a t i o n s  i s  cont ingent  upon u l t i m a t e  r e c e i p t  of appropr i a t e  funds f o r  t h i s  
purpose. I t  is  a n t i c i p a t e d  t h a t  a l i m i t e d  number of proposa ls  (more than 
one bu t  no t  more than fou r  t o  s i x )  w i l l  be  awarded under t h i s  program. A 
v a r i e t y  of approaches would r ep resen t  v a l i d  responses  t o  t h i s  announcement. 
Accordingly, i t  i s  an t id ipa t ed  t h a t  t h e r e  w i l l  be a range of c o s t s  among 
ind iv idua l  g r a n t s  awarded. Applicants  are requested t o  f u r n i s h  t h e i r  own 
estimates of t h e  t i m e  requi red  t o  achieve  t h e  o b j e c t i v e s  of t h e  proposed 
research  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  proposal  must 
not  exceed 5 years .  A t  t h e  end of  t h e  p r o j e c t  per iod ,  renewal proposals  
may .be submitted f o r  compet i t ive review. A p r o j e c t  per iod s tar t  da t e  of 
September 30, 1980 i s  a n t i c i p a t e d .  
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The c u r r e n t  p o l i c i e s  and requirements  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  o f  H e a l t h  w i l l  p r e v a i l ,  i n c l u d i n g  
t h e  requirement  f o r  c o s t  s h a r i n g .  

I V .  REVIEW PROCEDURES AM> 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  descr ibed  i n  t h i s  announcemnt. I f  an  a p p l i c a ­
t i o n  is received a f t e r  t h e  March 1 4 ,  1980 d e a d l i n e  o r  i s  judged unrespon­
sive,  t h e  a p p l i c a n t  w i l l  be  contac ted  and given an  o p p o r t u n i t y  t o  with-
draw 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  arranged 
by t h e  D i v i s i o n  of  Research Grants  (DRG). Secondary review w i l l  be  
undertaken by t h e  N a t i o n a l  Heart, Lung, and Blood Advisory Council .  

Ff a proposa l  submit ted i n  responsed 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  submit 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 i s  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  allowed. 

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  t h o s e  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 n c l u d i n g  a n  assessment  of the  importance 
of t h e  proposed r e s e a r c h  problem; t h e  n o v e l t y  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  experimental  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 relative t o  t h e  work proposed. 

V. METHOD OF APPLYING 

1. 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  a r e  asked t o  submit a one-page l e t t e r  of 
i n t e n t  which i n c l u d e s  a very b r i e f  synops is  of proposed a r e a s  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  l e t t e r  should be s e n t  no l a t e r  than January 1 5 ,  1980 t o :  

D r .  Dorothy B e r l i n  Gail . 

Divis ion  of Lung Diseases 
Room 6A10, Westwood Bui ld ing  
Nat iona l  I n s t i t u t e s  o f  Heal th  
5333 Westbard Avenue 
Bethesda, Maryland 20205 

The I n s t i t u t e  r e q u e s t s  such l e t t e r s  o n l y  t o  provide  an  i n d i c a t i o n 1  
of  t h e  number and scope of  a p p l i c a t i o n s  t o  be r e c e i v e d .  A l e t t e r  
o f  i n t e n t  i s  n o t  binding;  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 n e c e s s a r y  requirement  
f o r  a p p l i c a t i o n .  
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h N  2 .  Format f o r  App l i ca t ions  

A p p l i c a t i o n s  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  which may be ob ta ined  a t  
I n s t i t u t i o n  
a b l e  a t  t h e  

b u s i n e s s  o r  r e s e a r c h  o f f i c e s .  I f  Form 398 i s  n o t  a v a i l -
i n s t i t u t i o n ,  i t  may be obta ined  by c o n t a c t i n g :  

D iv i s ion  of Research Grants  
Room 449, Westwood Bui ld ing  
Nat iona l  I n s t i t u t e s  of  Hea l th  
Bethesda,  Maryland 20205 

Telephone: (301) 496-7591 

The convent 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 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  towards t h e  i n c l u s i o n  of a s ta tement  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  Nat iona l  Heart, Lung, and Blood 
I n s t i t u t e .  

3. Appl i c a  t ion  Procedure 

The completed a p p l i c a t i o n  and s i x  (6) c o p i e s  should be s e n t  o r  
d e l i v e r e d  t o :  

Div is ion  of Research Grants  
Nat iona l  I n s t i t u t e s  of  Heal th  
Room 240, Westwood Bui ld ing  
5333 Westbard Avenue 
Bethesda,  Maryland 20205 

To ensu re  t h e i r  review,  a p p l i c a t i o n s  must be r ece ived  by 
5:OO p.m. EST on March 1 4 ,  1980. 

The f a c e  page 'of  t h e  a p p l i c a t i o n  must be  l a b e l e d  t o  i n d i c a t e  t h a t  
i t  i s  submi t ted  i n  response  t o  t h i s  program announcement: 
RFA-NHLHI-DLD-80G-C "NUTRITIONAL STATUS AND NONRESPIRATORY LUNG 
FUNCTION ." 

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

D r .  Dorothy B e r l i n  G a i l  

Div i s ion  of  Lung Diseases 

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

Room 6A03, Westwood Bu i ld ing  

Bethesda,  Maryland 20205 


Telephone: (301) 496-7171 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 

NIH- NHLB I- DHVD-80G- D 

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE 

TITLE : SPECIALIZED CENTERS OF RESEARCH ON ARTERIOSCLEROSIS 

Application heceipx d d e ,  Septembm 2, 7980 

INTRODUCTION 

The Division of Heart and Vascular Diseases o f  t h e  Nat ional  Heart ,  Lung, 
and Blood I n s t i t u t e  announces a n a t i o n a l  competit ion t o  support  a l i m i t e d  
number of Spec ia l ized  Center(s)  of Research (SCOR) focused upon a r t e r i o ­
s c l e r o s i s .  Applicat ions w i l l  be considered f o r  p o s s i b l e  renewal of t h e  
cu r ren t  A r t e r i o s c l e r o s i s  SCOR and f o r  t h e  a d d i t i o n  of new c e n t e r s  t o  t h e  
program. The period of support  w i l l  be f i v e  yea r s  extending from 
December 1, 1981 through November 30, 1986. 

BACKGROUND 

The prevalence of t h e  d i s e a s e  and t h e  magnitude of i t s  consequences ranks 
a r t e r i o s c l e r o s i s  as a major pub l i c  h e a l t h  problem i n  t h e  United S t a t e s .  

%, 	 Of t h e  1,900,000 deaths  from a l l  causes  i n  1977, 50% were a t t r i b u t a b l e  
t o  complications of a r t e r i o s c l e r o s i s  manifested c l i n i c a l l y  as coronary 
h e a r t  d i sease ,  and cerebrovascular  and p e r i p h e r a l  vascular  d i sease .  It 
is est imated t h a t  more than 40 m i l l i o n  Americans s u f f e r  i l l n e s s  and d i s ­
a b i l i t y  from these  cardiovascular  d i s e a s e s  and t h a t  v i r t u a l l y  a l l  a d u l t  
males and postmenopausal women a re  a f f l i c t e d  t o  some degree w i t h  a t e r i o ­
s c l e r o s i s .  The annual economic burden of t h e  morbidity and m o r t a l i t y  from 
h e a r t  and vascular  d i s e a s e s  has  been c a l c u l a t e d  t o  be i n  excess of 50 
b i l l i o n  d o l l a r s .  The n a t i o n a l  s i g n i f i c a n c e  and d e s i r a b i l i t y  of prevent ing 
and c o n t r o l l i n g  a r t e r i o s c l e r o s i s  i s  thus  s e l f  ev iden t ,  and t h e  attainment 
of t h i s  goal i s  t h e  long-range o b j e c t i v e  of t h e  A r t e r i o s c l e r o s i s  SCOR 
program. 

OVERVIEW 


The development o f  means f o r  prevention and c o n t r o l  rests upon a thorough 
understanding of t h e  e t i o l o g y  and pathogenesis of a r t e r i o s c l e r o s i s .  Animal 
and human research  have i d e n t i f i e d  and charac te r ized  c e l l u l a r ,  humoral, 
and environmental f a c t o r s  a s s o c i a t e d  with a r t e r i o s c l e r o s i s ,  demonstrated 
r e l a t i o n s h i p s  of t hese  elements t o  t h e  d i s e a s e  process ,  and suggested 
p o s s i b l e  mechanisms f o r  t he  t h e  i n i t i a t i o n  of  t h e  d i sease .  These s t u d i e s  
have provided new and improved methods f o r  d i agnos i s  and t reatment ,  and 
a r a t i o n a l e  f o r  prevention and c o n t r o l  based on t h e  reduct ion of r i s k  f a c t o r s  

This program i s  descr ibed i n  t h e  Catalog of Federal  Domestic Assis tance number 
13.837. A w a r d s  w i l l  be made under t h e  a u t h o r i t y  of t h e  Pub l i c  Heal th  Se rv ice  
Act, T i t l e  111, Sect ion 301 (P .L.  78-410, a s  amended; 42 USC 241) and 

L7	adminis tered under Publ ic  Health Service g r a n t  p o l i c i e s  and Federal  Regulations 
4 2  CFR, P a r t  52 and 45 CFR, P a r t  7 4 .  
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f o r  a r t e r i o s c l e r o s i s .  The e t io logy  of a r t e r i o s c l e r o s i s ,  however, s t i l l  
remains a complex and incompletely understood i s s u e .  More c e r t a i n  and 
e f f e c t i v e  a p p l i c a t i o n s  from resea rch  t o  prevent ion and c o n t r o l  t h e r e f o r e  
cont inue t o  be dependent upon de f in ing  t h e  underlying causes  of t h e  
d i sease .  

I n  i n i t i a t i n g  t h e  A t e r i o s c l e r o s i s  SCOR program, t h e  I n s t i t u t e  sought t o  
focus resources ,  f a c i l i t i e s ,  manpower, and common e f f o r t s  on p a r t i c u l a r  
problems in  a r t e r i o s c l e r o s i s  f o r  t h e  purpose of expedi t ing  t h e  development 
and app l i ca t ion  of new knowledge e s s e n t i a l  t o  improved d i agnos i s ,  treatment,  
and prevention of a r t e r i o s c l e r o s i s .  Through open competit ion i n  1971 and 
i n  1972, t h e  I n s t i t u t e  e s t a b l i s h e d  1 5  c e n t e r s .  A subsequent s o l i c i t a t i o n  
f o r  renewal and new a p p l i c a t i o n s  i n  1975 r e s u l t e d  i n  t h e  s e l e c t i o n  of t h e  
cu r ren t  e i g h t  A r t e r i o s c l e r o s i s  SCOR. The t o t a l  funding commitment f o r  
t h e  e i g h t  c e n t e r s  i n  f i s c a l  yea r  1981 is  $9,800,000, i nc lud ing  overhead 
c o s t s .  

This announcement r e a f f i r m s  t h e  i n t e r e s t  of t h e  I n s t i t u t e  i n  cont inuing t o  
employ t h e  SCOR program t o  extend the "s ta te  of t h e  art" of a r t e r i o s c l e r o s i s  
r e sea rch  and t o  e x p l o i t  i t s  a p p l i c a t i o n s .  It  does n o t ,  however, c o n s t i t u t e  
an o b l i g a t i o n  t o  support  t h e  SCOR a t  any predetermined f i s c a l  level.  
Although a l imi t ed  expansion of t h e  SCOR is  a n t i c i p a t e d  by t h e  I n s t i t u t e ,  
t h e  number o f  c e n t e r s  t o  be s e l e c t e d  w i l l  be cont ingent  upon t h e  overall 
merit and relevance of t h e  proposals  t o  t h e  program goals ,  and upon t h e  
u l t i m a t e  l e v e l  of  funds appropriated t o  the I n s t i t u t e .  

The following gu ide l ines  are t o  assist i n  t h e  prepara t ion  and submission of 
a SCOR proposal.  

CHARACTERISTICS OF THE ARTERIOSCLEROSIS SCOR PROGRAM 

A t t r i b u t e s  of a SCOR 

A SCOR should be an i d e n t i f i a b l e  organiza t iona l  u n i t  wi th in  t h e  sponsoring 
i n s t i t u t i o n .  Each a p p l i c a n t  organiza t ion  w i l l  be  expected 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 resources .  The r e s e a r c h  program 
should r ep resen t  a coordinated and mult i - d i s c i p l  i n a r y  approach t o  problems 
a s s o c i a t e d  with t h e  e t io logy ,  pathogenesis,  d i agnos i s ,  t reatment  , and lo r  
prevention of a r t e r i o s c l e r o s i s .  

The sc.ope of a SCOR program may be broad and responsive t o  a wide range o f  
t h e  r e sea rch  i n t e r e s t s  c i t e d  below o r  i t  can be highly focused and l i m i t e d  
t o  only s e v e r a l  c l o s e l y  r e l a t e d  i s s u e s  o r  a r e a s  of r e sea rch .  The program, 
however, must i d e n t i f y  and r e f l e c t  a c e n t r a l  theme(s) w i t h  c l e a r l y  defined 
o b j e c t i v e s .  I t  must a l s o  demonstrate t h a t  t h e  s p e c i f i c  o b j e c t i v e s  of t h e  
s e p a r a t e  program components r e l a t e  t o  t h e  primary g o a l s .  Evidence of 
program i n t e g r a t i o n  w i l l  be sought �or  i n  t h e  review process .  A c o l l e c t i o n  
of un re l a t ed  research a c t i v i t i e s  w i l l  be deemed unresponsive t o  t h e  announcement. 

I t  i s  expected t h a t  a SCOR program w i l l  i nc lude  both b a s i c  and human c l i n i c a l  
r e sea rch .  However, a proposal which meets a l l  announcement c r i t e r i a  and 
o b j e c t i v e s  but  i s  dedicated s o l e l y  t o  fundamental r e sea rch  and c l i n i c a l  
r e sea rch  involving animals w i l l  be given f u l l  cons ide ra t ion .  
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. t b m ~  	 A SCOR may comprise two o r  more i n s t i t u t i o n s  a f f i l i a t e d  i n  a consort ium 
arrangement.  A consort ium u s u a l l y  addres ses  a r e sea rch  problem(s) which 
r e q u i r e s  a combination of  complementary a c t i v i t i e s  and c a p a b i l i t i e s  
( f a c i l i t i e s ,  r e sources ,  s k i l l s )  n o t  gene ra l ly  a v a i l a b l e  a t  a s i n g l e  
i n s t i t u t i o n .  The need, advantages ,  and r e sea rch  o p p o r t u n i t i e s  o f  a 
consortium, and t h e  coord ina t ion  and i n t e r a c t i o n  of t h e  r e s e a r c h  a c t i v i t i e s  
w i th in  t h e  j o i n t  program must be  demonstrated.  The adequacy of adminis­
t r a t i v e  arrangements  and l i n e s  of r e s p o n s i b i l i t y  must a l s o  be made ev iden t .  
Addi t iona l  in format ion  f o r  a consort ium a p p l i c a t i o n  i s  given below. 

The Di rec to r  of t h e  SCOR is expected t o  be an e s t a b l i s h e d  i n v e s t i g a t o r ,  
capable  of p rov id ing  b o t h  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 
p r i n c i p a l  s t a f f  members should a l s o  be experienced and p roduc t ive  investi­
g a t o r s .  The s t a f f  must be  w i l l i n g  t o  j o i n  i n  c o l l a b o r a t i v e  a s s o c i a t i o n s  
w i t h i n a t h e  SCOR and w i t h  o t h e r  c e n t e r s  having s imi l a r  r e s e a r c h  i n t e r e s t s ,  
and be  w i l l i n g  t o  make a long-term commitment t o  t h e  SCOR program. 

An a s su rance  of a long-term commitment o f  t h e  phys ica l  r e sources  and 
s t a f f  necessary  f o r  t h e  ope ra t ion  and development of  the SCOR is  a l s o  
expected from t h e  a p p l i c a n t  i n s t i t u t i o n .  F a c i l i t i e s  must be  a v a i l a b l e  
t o  m e e t  t h e  primary r e s e a r c h  and suppor t  needs of t h e  SCOR a t  t h e  t i m e  
of a p p l i c a t i o n ,  and must r e q u i r e  no more than moderate mod i f i ca t ion .  
Funds w i l l  n o t  b e  a v a i l a b l e  f o r  new c o n s t r u c t i o n .  Where a p p r o p r i a t e ,  
a SCOR should e s t a b l i s h  c o r e  l a b o r a t o r y  and suppor t  f a c i l i t i e s  a s  
c e n t r a l i z e d  s e r v i c e  u n i t s  t o  assure t h e  e f f i c i e n t  u t i l i z a t i o n  of r e sources .  

lwl	The above a re  t h e  gene ra l  c h a r a c t e r i s t i c s  and requi rements  o f  a SCOR. 
The s p e c i a l  a t t r i b u t e s  which d e f i n e  t h e  p a r t i c u l a r  n a t u r e  of  t h e  SCOR 
and d i s t i n g u i s h  a SCOR gran t  from o t h e r  r e sea rch  g r a n t s  and mul t i -
p r o j e c t  g r a n t s  such a s  t h e  program p r o j e c t  a r e  d i scussed  below. They 
r e p r e s e n t  e x p e c t a t i o n s  of i n t e r - c e n t e r  and I n s t i t u t e - c e n t e r  a s s o c i a t i o n s  
consequent t o  t h e  I n s t i t u t e ' s  pe rcep t ion  and a d m i n i s t r a t i o n  01t h e  SCOR 
a s  an i n t e g r a t e d  program. 

Mechanism of Support  

The suppor t  mechanism f o r  t h e  SCOR w i l l  be t h e  r e sea rch  g r a n t .  A SCOR 
g r a n t  d i f f e r s  from o t h e r  r e sea rch  g r a n t s ,  however, i n  i t s  o r i e n t a t i o n  t o  
goa ls  def ined  by t h e  I n s t i t u t e  and i n  t h e  e x t e n t  of  I n s t i t u t e  i n t e r a c t i o n  
wi th  t h e  SCOR. While i t  is expected t h a t  t h e  SCOR w i l l  p l a n ,  d i r e c t ,  
and execute  i t s  own r e s e a r c h  program, t h e  c o l l e c t i v e  programs o f  t h e  
SCOR w i l l  be  coord ina ted  by t h e  I n s t i t u t e .  The SCOR must be r e spons ive  
to s p e c i f i c  program r e q u i s i t e s  which may be i d e n t i f i e d  by t h e  I n s t i t u t e  
a s  p a r t i c u l a r l y  a p p r o p r i a t e  t o  t h e  SCOR and be  w i l l i n g  t o  coope ra t e  with 
t h e  I n s t i t u t e  i n  developing means f o r  a d d r e s s i n g  pe rce ived  needs within 
t h e  SCOR program. The p a r t i c i p a t i o n  wi th  t h e  I n s t i t u t e  i n  q u a l i t y  c o n t r o l  
programs and t h e  s t a n d a r d i z a t i o n  o f  techniques  and methods f o r  c e r t a i n  
procedures  i s  a l s o  expected.  



-- 
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Unless s p e c i f i c a l l y  s t a t e d  o the rwise ,  a SCOR g ran t  w i l l  a l s o  be s u b j e c t  
t o  a l l  o t h e r  p o l i c i e s  and r e q u i r e m e n t s  which govern t h e  g ran t  programs 
o f  t h e  Pub l i c  Heal th  Se rv ice ,  i nc lud ing  t h e  requirement  f o r  c o s t  sha r ing .  

Rela t ionship  of  t h e  I n s t i t u t e  t o  t h e  SCOR-

The award of a SCOR gran t  w i l l  e s t a b l i s h  a s p e c i a l  r e l a t i o n s h i p  between 
the  I n s t i t u t e  and t h e  g r a n t e e  i n s t i t u t i o n .  Accordingly,  t h e  I n s t i t u t e  
w i l l  d e s i g n a t e  a s c i e n t i f i c  program o f f i c e r  t o  work i n  conjunct ion  w i t h  
t h e  s t a f f  of  t h e  SCOR. The program o f f i c e r  w i l l  a d v i s e  t h e  SCOR of t h e  
I n s t i t u t e ' s  r e sea rch  g o a l s  and w i l l  p a r t i c i p a t e  i n  dec i s ion$  a f f e c t i n g  
l e v e l s  of suppor 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  coo rd ina te  p l ans  f o r  s p e c i a l  p r o j e c t s  and 
i n i t i a t i v e 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 w i l l  
ove r see  program a c t i v i t i e s  which r e l a t e  t o  t h e  SCOR c o l l e c t i v e l y .  
P e r i o d i c  v i s i t s  w Y l l  a l s o  be  made t o  t h e  SCOR t o  e v a l u a t e  p rogres s  and 
t o  a s s i s t  i n  a d m i n i s t r a t i v e  a s p e c t s  of t h e  SCOR program. A comprehensive 
eva lua t ion  of  each c e n t e r  w i l l  be conducted a t  t h e  mid-point o f  t h e  SCOR 
gran t  pe r iod .  Th i s  assessment  of t h e  i n d i v i d u a l  program components and 
of  t h e  o v e r a l l  performance of a SCOR i n  a t t a i n i n g  i t s  o b j e c t i v e s  w i l l  
gene ra l ly  be conducted o n - s i t e  w i th  a review panel  c o n s i s t i n g  of members 
of an I n s t i t u t e  Advisory Committee, s p e c i a l  c o n s u l t a n t s ,  and t h e  program 
o f f i c e r .  The panel  r e p o r t  w i l l  be provided t o  t h e  SCOR D i r e c t o r  and t h e  
program o f f i c e r  will j o i n  wi th  t h e  D i r e c t o r  i n  e f f e c t i n g  i t s  recommendations. 
The program o f f i c e r  w i l l  a l s o  employ c o n s u l t a n t s  t o  t h e  I n s t i t u t e  f o r  
s p e c i a l  reviews of t h e  SCOR program when necessa ry .  

I n t e r a c t i o n s  among SCOR 

The award of  a SCOR g r a n t  a l s o  a n t i c i p a t e s  a commitment by t h e  SCOR t o  
p a r t i c i p a t e  i n  v a r i o u s  i n t e r - c e n t e r  a c t i v i t i e s .  I t  is  expected t h a t  t h e  

r * l r  ' 

SCOR w i l l  be  w i l l i n g  t o  exchange r e sea rch  informat ion ,  j o i n  i n  c o l l a b o r a t i v e  
r e sea rch  programs wi th  o t h e r  c e n t e r s ,  under take  j o i n t  SCOR i n i t i a t i v e s ,  
and f a c i l i t a t e  r e sea rch  a t  o t h e r  SCOR a s  may be a p p r o p r i a t e  and u s e f u l .  
To promote t h e s e  o b j e c t i v e s ,  t h e  SCOR D i r e c t o r s  w i l l  meet a t  l e a s t  once a 
year  t o  review p rogres s ,  d i s c u s s  common i n t e r e s t s  and problems, and p l an  
c o l l a b o r a t i v e  e f f o r t s .  The D i r e c t o r s  and s c i e n t i f i c  s t a f f  of t h e  c o l l e c t i v e  
centeTs  w i l l  a l s o  hold an annual t e c h n i c a l  meeting t o  s h a r e  exper imenta l  
f i n d i n g s  and t o  cons ide r  new d i r e c t i o n s  f o r  r e sea rch  on a r t e r i o s c l e r o s i s .  
To f u r t h e r  in format ion  exchange among t h e  SCOR, t h e  I n s t i t u t e  program 
o f f i c e r  w i l l  compile t h e  annual  p rogres s  r e p o r t s  of t h e  SCOR and d i s t r i b u t e  
t h e  comprehensive r e p o r t  t o  each of  t h e  c e n t e r s .  

The SCOR w i l l  a l s o  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  t h e  c e n t e r s .  The workshops may be i n i t i a t e d  by a c e n t e r  o r  
by t h e  I n s t i t u t e .  They w i l l  p rovide  a m e a n s  t o  f o s t e r  communication and 
c o l l a b o r a t i o n  among the  SCOR and w i t h  o t h e r  s c i e n t i s t s ,  and t o  inform t h e  
I n s t i t u t e  of accomplishments,  problems, and needs of  r e sea rch  on a r t e r i o ­
s c l e r o s i s .  The workshops w i l l  a l s o  enable  t h e  s c i e n t i f i c  community t o  
p a r t i c i p a t e  i n  and keep a b r e a s t  of  SCOR a c t i v i t i e s .  
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Organizat ion a n d  Adminis t ra t ion  o f  a SCOR 

The o r g a n i z a t i o n  of t h e  SCOR should r e f l e c t  t h e  p a r t i c u l a r  r e s e a r c h  i n t e r e s t s  
and c a p a b i l i t i e s  of t h e  g ran tee  i n s t i t u t i o n .  The SCOR Di rec to r  w i l l  be 
r e s p o n s i b l e  f o r  t h e  o rgan iza t ion  of t h e  Center  and f o r  communication w i t h  
t he  I n s t i t u t e  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  a s p e c t s  of  t h e  c e n t e r ' s  
program. To monitor  t h e  program, t h e  Di rec to r  w i l l  e s t a b l i s h  an i n t e r n a l  
adv i so ry  committee c o n s i s t i n g  of s t a f f  members and e x p e r t  c o n s u l t a n t s  from 
o t h e r  i n s t i t u t i o n s .  The committee w i l l  conduct an annual  eva lua t ion  of  t h e  
ind iv idua l  p r o j e c t s  and t h e  o v e r a l l  program, and w i l l  p rovide  t h e  D i r e c t o r  
wi th  i t s  assessment  of t h e  p r o g r e s s ,  weaknesses and s t r e n g t h s  of t h e  program. 
I n  a d d i t i o n ,  t h e  committee may conduct t h e  i n i t i a l  review of new i n i t i a t i v e s .  
Although SCOR i n v e s t i g a t o r s  w i l l  work wi th in  t h e  workscope o f  t h e  approved 
program, t h e  p u r s u i t  of  promjsing new l e a d s  and p i l o t  s t u d i e s  should be 
encouraged. The inco rpora t ion  of  a new p r o j e c t  i n t o  t h e  SCOR program w i l l ,  
however, r equ j r e  review and approval  by t h e  I n s t i t u t e .  

The SCOR shou1.d a l s o  be organized t o  enhance i n t e r a c t i o n s  and c o l l a b o r a t i o n  
among t h e  v a r i o u s  d i s c i p l i n e s  of t h e  i n v e s t i g a t o r s .  To promote a s s o c i a t i o n s ,  
t h e  s t a f f  should be  made 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 and 
the  SCOR should p lan  a r e g u l a r l y  scheduled series of seminars  t o  main ta in  
an ongoing exchange o f  in format ion .  

Research Goals of t h e  SCOR 

The  g o a l s  f o r  t h e  A r t e r i o s c l e r o s i s  SCOR embrace a broad range o f  d i s c i p l i n e s  
and a r e a s  of r e sea rch ,  i nc lud ing  s t u d i e s  on t h e  r e l a t i o n s h i p  of d i s o r d e r s  of 
l i p i d  metabolism, hyper tens ion ,  thrombosis ,  connec t ive  t i s s u e  metabolism, 
smoking, d i a b e t e s ,  and o t h e r  d i s e a s e s  t o  t h e  e t i o l o g y  and pa thogenes is  
o f  a r t e r i o s c l e r o s i s .  I t  i s  not  a n t i c i p a t e d  t h a t  an i n d i v i d u a l  c e n t e r  
w i l l  be respons ive  t o  each of  t h e  s p e c i f i c  g o a l s  and s p e c i a l  i n t e r e s t s  
c i t e d  f o r  t h e  SCOR. The I n s t i t u t e ,  however, ho lds  t h e  expec ta t ion  t h a t  
t h e  c o l l e c t i v e  SCOR w i l l  comprise a comprehensive and i n t e g r a t e d  program 
which addres ses  a f u l l  range of i s s u e i p e r t i n e n t  t o  a r t e r i o s c l e r o s i s .  

The p rev ious  s o l i c i t a t i o n s  f o r  A r t e r i o s c l e r o s i s  SCOR a p p l i c a t i o n s  i d e n t i f i e d  
t h e  a r e a s  of  r e sea rch  o u t l i n e d  below as  o f  p a r t i c u l a r  importance and i n t e r e s t .  
More p rogres s  has been made i n  r e so lv ing  i s s u e s  and i n  a t t a i n i n g  informat ion  
i n  some of t h e  a r e a s  than i n  o t h e r s .  However, ques t ions  s t i l l  remain and 
the  T n s t i t u t e  cons ide r s  each of t h e  r e sea rch  a r e a s  t o  be r e l e v a n t  t o  t h i s  
s o l i c i t a t i o n .  

1. -C l i n i c a l  S t u d i e s  of  Hyperl ipidemia and /o r  Vascular  Disease 

a .  C h a r a c t e r i z a t i o n ,  Biochemical-Genetic-Disease Re la t ionsh ips  

b. Die ta ry  and Drug Control 

. .  

c .  	 Development o f  Diagnost ic  Markers and Ins t rumenta t ion  f o r  
Assessment of  L e s i o n s  
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d. 	 P e d i a t r i c  Coronary Heart  Disease Risk Fac to r s :  Thei r  Preva lence  
and Development 

e. 	 Adult  Coronary Heart Disease Risk Fac to r  Reduction v i a  Behavior 
Modif ica t ion  

f .  	 Adult  Coronary Heart Disease Risk Fac tor  Popula t ion  S t u d i e s ,  
T r i a l s  and I n  t erven t i o n s  

g. Behavioral  and Psychosocia l  Fac to r s  

2.  Animal and Tissue  S t u d i e s  o f  A r t e r i o s c l e r o s i s  

a. 	 Experimental  A r t e r i o s c l e r o s i s  (Nonhuman p r ima tes ,  o t h e r  mammals, 
and non-mammalian s p e c i e s )  

b. D i e t  and Drug E f f e c t s  on Lesion Progress ion/Regress ion  

c. Parameters  o f  Atherogenes is  i n  Aterial Wall and T i s sues  

d. Cel l  Cu l tu re  and Lipid-Lipoprotein Metabolism 

e. 	 Rela t ionsh ips  of  Hypertension,  Diabetes ,  and C i g a r e t t e  S m o k i n g ,  
t o  A r t e r i o s c l e r o s i s  

3 .  Basic Laboratory I n v e s t i g a t i o n s  

a .  	 C h a r a c t e r i z a t i o n  of L ipopro te ins ,  Apoproteins ,  and t h e i r  
I n t e r a c t i o n s  wi th  L ip ids  

h. Metabolism of L ipopro te ins  and L ip ids  

e .  	 Vascular  +Thrombosis and I n t r a v a s c u l a r  Coagula t ion ,  as t h e s e  
E f f e c t  A r t e r i o s c l e r o s i s  

The I n s t i t u t e  expres ses  a s p e c i a l  i n t e r e s t  i n  ex tending  t h e  r e sea rch  e f f o r t s  
of t h e  SCOR on t h e  r o l e  of  normal and abnormal coagu la t ion  and thrombotic 
phenomena as  these p e r t a i n  t o  t h e  s t r u c t u r e ,  f u n c t i o n ,  and growth o f  
e n d o t h e l i a l  and o t h e r  v a s c u l a r  c e l l s  g e n e r a l l y ,  and t o  t h e  gene ra t ion  and 
p rogres s ion  o f  a r t e r i a l  l e s i o n s  p a r t i c u l a r l y .  Relevant  b u t  n o t  exc lus ive  
in te res t s  inc lude :  mechanisms by which p l a t e l e t s ,  p l a t e l e t - d e r i v e d  mitogens,  
thromboxanes and p ros t ag land ins ,  and o t h e r  blood components compromise 
v a s c u l a r  i n t e g r i t y  and f u n c t i o n ;  m i t i g a t i o n  of  th rombot ic  e f f e c t s  and 
v a s c u l a r  i n j u r y  hy v a s c u l a r  t i s s u e  f a c t o r s ;  and t h e  i d e n t i f i c a t i o n  o f  
coagu la t ion  and thrombotic  even t s  and f a c t o r s  as  d i a g n o s t i c  markers f o r  
s u s c e p t i b i l i t y  o r  r e s i s t a n c e  t o  a r t e r i o s c l e r o s i s .  



NIH Guide fo r  Grants and C o n t r a c t s  
yo1 . 9 ,  No. 1 ,  January 3 ,  1980 Page F o r t y  N ine  

l y y I  	
Addi t iona l  areas o f  interest  and concern t o  which p roposa l s  may be addressed 
i n c l u d e  t h e  fo l lowing:  

S t u d i e s  on infancy ,  chi ldhood,  and adolescence  w i t h  p a r t i c u l a r  
r e f e r e n c e  t o  n u t r i t i o n ,  l i p i d  metabolism, hemostas i s ,  i n h e r i t a n c e ,  
d i a g n o s t i c  markers f o r  r i s k  o r  s u s c i p t i b i l i t y ,  and hyper tens ion  
and o b e s i t y  as these relate t o  the r i s k  o r  p rogres s ion  of a r t e r i o ­
r c l e r o s i s ;  and p e d i a t r i c  s t u d i e s  employing non-human p r ima te  models. 

Biobehaviora l  s t u d i e s  combining psychosocia l ,  c u l t u r a l  and behaviora l  
v a r i a b l e s  w i t h  ep idemiologica l ,  p h y s i o l o g i c a l ,  b iochemical  and c l i n i c a l  
s t u d i e s  i n  normal human s u b j e c t s ,  p a t i e n t s  w i t h  a r t e r i o s c l e r o s i s  and 
c a r d i o v a s c u l a r  d i s e a s e ,  and i n  animal  models of a r t e r i o s c l e r o s i s .  
Biobehaviora l  s t u d i e s  may inc lude :  i n t e r a c t i o n s  of behav io ra l  pro­
cesses wi th  g e n e t i c ,  n u t r i t i o n a l ,  pharmacological ,  p h y s i o l o g i c a l ,  and 
biochemical  f a c t o r s  i n f l u e n c i n g  a r t e r i o s c l e r o s i s  and thrombosis ;  
i n f l u e n c e  o f  behav io ra l  p rocesses  on neurogenic  and endocr ine  mechanisms 
which e f f e c t  a r t e r i o s c l e r o s i s ;  developmental  a s p e c t s  of behavior  i n  
c h i l d r e n  that p red i spose  them t o  r i s k  f a c t o r s  f o r  a r t e r i o s c l e r 0 , s i s  
(smoking, e a t i n g  h a b i t s ,  p h y s i c a l  a c t i v i t y )  ; behav io ra l  models i n  
non-human p r ima tes  t h a t  s imula t e  pa thophys io log ica l  mechanisms and 
r i s k  f a c t o r s  p red i spos ing  t o  a r t e r i o s c l e r o s i s  i n  humans; e l u c i d a t i o n  
o f  t h e  b iobehaviora l  mechanisms a s s o c i a t e d  wi th  t h e  "coronary prone" 
behavior  p a t t e r n ,  i nc lud ing  t h e  development of  such pa t t e rns  i n  
c h i l d r e n ;  and methods f o r  inducing  and ma in ta in ing  h e a l t h  behaviors  
t h a t  reduce r i s k  f o r  a t e r i o s c l e r o s i s .  

Genet ic  s t u d i e s  n o t  n e c e s s a r i l y  o r i e n t e d  t o  systemic l i p i d  metabolism 
b u t  r e l e v a n t  t o  a r t e r i o s c l e r o s i s .  

S t u d i e s  of endogenous o r  exogenous f a c t o r s  t h a t  determine o r  a l t e r  
h e a l t h  r e l a t e d  behavior  p a r t i c u l a r l y  i n  t h e  asymptomatic s t a g e s  of 
a r t e r i o s c l e r o s i s  . 
S t u d i e s  o f  s u s c e p t i b i l i t y  o r  r e s i s t a n c e  t o  a r te r iosc le ros is  (as 
d i s t i n c t  from r i s k  f a c t o r s  t h a t  p red i spose  t o  a r t e r i o s c l e r o s i s ) .  

S t u d i e s  on t h e  v a s c u l a r  o r  c i r c u l a t o r y  components of  c e r e b r a l  vascu la r  
d i s e a s e ,  o r  p e r i p h e r a l  vascu la r  d i s e a s e .  

P l e a s e  n o t e  t h a t  educa t ion  and demonstrat ion p r o j e c t s  w i l l  be  cons idered  
r e spons ive  t o  t h i s  s o l i c i t a t i o n  on ly  i f  they  are  c l e a r l y  r e sea rch -o r i en ted  
and t ime- l imi ted .  
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METHOD OF APPLYING 

Letter of I n t e n t  

The Nat iona l  Heart, Lung, and Blood I n s t i t u t e  should r e c e i v e  a b r i e f  
l e t t e r  of i n t e n t  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  n o t  la ter  than t h e  c l o s e  
of b u s i n e s s  on June 1 6 ,  1980. The I n s t i t u t e  r e q u e s t  such letters i n  o r d e r  
t o  have a reasonable  estimate of t h e  number of  a p p l i c a t i o n s  t o  b e  expected 
and t o  begin p lanning  f o r  review. A l e t t e r  of  i n t e n t  is n o t  b inding  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  submit ted subsequent ly .  The 
le t ter  should b r i e f l y  d e s c r i b e  t h e  o v e r a l l  approach of t h e  proposed SCOR 
a p p l i c a t i o n  and should l i s t  t h e  names of  key p a r t i c i p a n t s .  

Letters should be addressed to :  

D r .  Charles  L. T u r b y f i l l  

Review Branch 

Divis ion  of Extramural A f f a i r s  

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

Room 533, Westwood Bui ld ing  

5333 Westbard Avenue 

Bethesda, Maryland 20205 


A copy of t h e  L e t t e r  of I n t e n t  should a l s o  be s e n t  to: 

D r .  Bernard J. Krask 
Atherogenesis  Branch 
Divis ion of  Heart & Vascular  Diseases 
Nat iona l  Hear t ,  Lung, and Blood I n s t i t u t e  
Room 4C-12, Federa l  Bui ld ing  
Bethesda, Maryland 20205 

Format f o r  A D D 1  i c a  t i o n s  

A copy of  t h e  i n s t r u c t i o n s  f o r  t h e  p r e p a r a t i o n  of a SCOR proposal  can be 
obta ined  by c a l l i n g  t h e  Atherogenesis  Branch (301) 496-1978. 

Submission of  A p p l i c a t i o n  

The o r i g i n a l  and twenty e i g h t  (28)  c o p i e s  of t h e  complete SCOR a p p l i c a t i o n  
must b e  rece ived  by September 2 ,  1980. The a p p l i c a t i o n  should b e  s e n t  o r  
d e l i v e r e d  t o  : 

Division o f  Research Grants  
Nat ional  I n s t i t u t e s  o f  Heal th  
Room, 240,  Westwood Bui ld ing  
5333 Westbard Avenue 
Bethesda, Maryland 20205 

A cover ing  le t ter  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  i s  
submit ted i n  response t o  t h i s  announcement. 



-0 ( 2 )  c o p i e s  of  t h e  complete SCOR a p p l i c a t i o n  must a l s o  be  s e n t  t o  
D r .  Bernard J. Krask by September 2 ,  1980 ( s e e  addres s  g iven  i n  s e c t i o n ,  
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-0 ( 2 )  c o p i e s  of  t h e  complete SCOR a p p l i c a t i o n  must a l s o  be  s e n t  t o  
D r .  Bernard J. Krask by September 2 ,  1980 ( s e e  addres s  g iven  i n  s e c t i o n ,  
"Letter o f  I n t e n t-. ' I  

CRITERIA FOR REVIEW 

The a p p l i c a t i o n s  f o r  A r t e r i o s c l e r o s i s  SCOR 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 .  The c r i te r ia  u t i l i z e d  i n  e v a l u a t i o n  w i l l  
i nc lude  : 

e 	 The 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  o b j e c t i v e ( s )  of t h e  SCOR, t h e i r  
importance t o  a r t e r i o s c l e r o s i s  r e sea rch ,  as w e l l  as t h e  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  problem a r e a ( s ) .  

e 	 The s c i e n t i f i c  m e r i t  of each i n d i v i d u a l  p r o j e c t  and i 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(s) o r  g o a l ( s )  of  t h e  o v e r a l l  p roposa l .  

e I n t e r - r e l a t i o n s h i p s  among, and between t h e  r e s e a r c h  p r o j e c t s .  

e 	 Wil l ingness  t o  work coope ra t ive ly  wi th  o t h e r  SCOR and w i t h  t h e  Nat iona l  
Heart, Lung, and Blood I n s t i t u t e .  

e 	 The 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  a b i l i t y  o f  t h e  SCOR Di rec to r  
and 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  personnel ,  i n c l u d i n g  the 
D i r e c t o r .  

0 The arrangements  e s t a b l i s h e d  by t h e  SCOR f o r :  
- k I M  

1. I n t e r n a l  q u a l i t y  c o n t r o l  of on-going r e sea rch .  

2 .  A l loca t ion  of funds.  

3 .  Day-by-day management and s c i e n t i f i c  d e c i s i o n  making. 

4 .  I n t r a  SCOR i n t e g r a t i o n  and informat ion  exchange (seminar  program, etc.) 

0 	 The j u s t i f i c a t i o n  for reques ted  c o r e  f a c i l i t i e s  and t h e i r  r e l evance  t o  
t h e  ind iv idua l  r e sea rch  p r o j e c t s .  

e 	 The appropr i a t eness  of  t h e  budget r e q u i r e d  t o  suppor t  each component of 
t h e  t o t a l  program. 

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

e 	 The academic and phys ica l  environment i n  which t h e  r e sea rch  w i l l  
be conducted. 

0 	 I n s t i t u t i o n a l  arrangements  t o  a s s u r e  c o n t i n u i t y  of t h e  program and 
f i s c a l  r e s p o n s i b i l i t y  f o r  t h e  management of g r a n t  funds .  



-- 
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TIMETABLE FOR REVIEW 

Due Date f o r  Letters of I n t e n t :I June 16 ,  1980 

Due Date f o r  Apy l i ca t ions :  September 2 ,  1980 

I n i t i a l  R e v i e w :  The i n i t i a l  review w i l l  be  conducted by t h e  Div is ion  of  
Extramural A f f a i r s ,  NHLBI, du r ing  t h e  pe r iod  September 1980 - March 1981. 
An ad  hoc committee of e x p e r t  c o n s u l t a n t s  chosen by t h e  NHLBI w i l l  e v a l u a t e  
each a p p l i c a t i o n  t o  determine if a s i t e  v i s i t  should be  conducted. Follow­
i n g  t h e  s i t e  v i s i t s ,  t h e  committee w i l l  review & a p p l i c a t i o n s  aga in  and 
w i l l  made i t s  recommendations. 

Secondary Review: The Nat iona l  Heart, Lung, and Blood Advisory Council  
w i l l  conduct t h e  secondary review of a l l  a p p l i c a t i o n s  i n  May 1981. 
Appl icants  w i l l  be  advised  of t h e  Council  d e c i s i o n  i n  June  1981. 

Grant S t a r t  Date: December 1, 1981. 

I N O U I R I  ES 

Quest ions r ega rd ing  t h e  A r t e r i o s c l e r o s i s  SCOR program should be  addressed 
t o  D r .  Bernard J. Krask (301) 496-1978. 

The s t a f f  w i l l  s t r i v e  to  provide  c o n s u l t a t i o n  r ega rd ing  t h e  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  any o t h e r  matters r e l e v a n t  t o  t h i s  s o l i c i t a t i o n .  
However, t h e  i n a b i l i t y  t o  provide  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  
ex tens ion  of t h e  dead l ine  f o r  r e c e i p t  o f  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 s .  
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SMOKING, CANCER AND HEALTH PROGRAM 

NATIONAL CANCER INSTITUTE 

The N C I ' S  Smoking, Cancer and Heal th  Program d e s i r e s  t o  expand its 
involvement w i t h  t h e  r o l e  of  smoking as a p u b l i c  h e a l t h  problem i n  
cancer  cause  and prevent ion.  The program is seeking a p p l i c a t i o n s  f o r  
research  and demonstrat ion g r a n t s  concerned w i t h  b a s i c  and a p p l i e d  
s t u d i e s  i n  tox ico logy ,  epidemiology, prevent ion ,  behavior ,  a t t i t u d e s ,  
pharmacology, educat ion,  information,  t r a i n i n g ,  and o t h e r  a p p r o p r i a t e  
areas r e l a t e d  t o  Smoking and Heal th .  It is  n o t  t h e  i n t e n t  of t h i s  
announcement t o  make o r  imply any d e l i m i t a t i o n  r e l a t e d  t o  t h e  n a t u r e  o r  
scope of  t h e  r e s e a r c h  which might b e  proposed. 

It should b e  emphasized that t h i s  s ta tement  of i n t e r e s t  i n  developing 
new g r a n t  proposa ls  i s  n e i t h e r  a Request f o r  Appl ica t ions  (RFA-Grants) 
n o r  a Request f o r  Proposa ls  (RFP-Contracts), bu t  r a t h e r  a n  announcement 
of  N O T ' s  i n t e n t  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 i t i a t e d  r e s e a r c h  i n  i ts  
Smoking, Cancer and Heal th  Program. As such, t h e  proposa ls  are reviewed 
by t h e  u s u a l  N I H  p e e r  review groups f o r  t e c h n i c a l  m e r i t  and recommendation 
t o  t h e  Nat ional  Cancer Advisory Board. Addi t iona l  needs f o r  s p e c i f i c  
in-depth a c t i v i t y  i n  any o r  a l l  of  t h e  Programs may be m e t  i n  t h e  f u t u r e  
w i t h  t h e  i ssuance  of  RFA's and/or  RFP's. 

Examples of areas which might be considered by i n t e r e s t e d  i n v e s t i g a t o r s  
%d	are l i s t e d  below. These s t u d i e s  are n o t  l i s t e d  i n  any p r i o r i t y  o r d e r  

b u t  are given as examples of s t u d i e s  which can be considered under t h i s  
program announement. Human and l a b o r a t o r y  s t u d i e s  a r e  being sought 
through t h i s  announcement. 

1. Biomedical A S D e C t S  

Epidemiologic s t u d i e s  t o  determine t h e  e f f e c t s  of smoking low tar ,  
l o w  n i c o t i n e  c i g a r e . t t e s  on smoking-related cancers  such as lung 
cancer ,  b ladder ,  head ,and  neck cancer, etc.  Cons idera t ion  can be 
given t o  s t u d i e s  which examine broad h e a l t h  i s s u e s  i n  a d d i t i o n  t o  
cancer .  

S t u d i e s  t o  d e f i n e  t h e  p a t t e r n s  and r i s k s  of  c i g a r e t t e  smoking i n  
s p e c i a l  popula t ions  (e .  g. , persons w i t h  t o x i c  i n d u s t r i a l  exposures ,  
wi th  co-exis ten t  d i s e a s e  states,  e t c . ) ;  c u r r e n t  r i s k  p a t t e r n s  and/or  
t rends .  

This  program i s  descr ibed  i n  the. Catalog of  Federal  Domestic Ass is tance  numbers 
13.393 and 1 3 . 3 9 8 . '  Awards w i l l  b e  made under t h e  a u t h o r i t y  of t h e  Publ ic  Heal th  
S e r v i c e  Act, Sec t ion  301 (Publ ic  Law 78-410, as amended; 42 USC 2 4 1  and adminis­
t e r e d  under PHS g r a n t  p o l i c i e s  and Federal  Regulat ions 42 CFR P a r t  52 and 45 
CFR P a r t  74.  NRSA awards w i l l  be made under t h e  a u t h o r i t y  of t h e  Publ ic  Heal th  
Service Act,  Sec t ion  4 7 2 ,  42 USC 291-1, and adminis te red  under PHS g r a n t s  p o l i c y  
and Federal  Regulat ions 42 CFR Part-66. 
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e S t u d i e s  on h e a l t h  e f f e c t s  of p a s s i v e  o r  secondary smoking. 

e 	 S t u d i e s  t o  develop and e v a l u a t e  o b j e c t i v e  measures f o r  t h e  
de te rmina t ion  of smoking s t a t u s .  

e 	 S t u d i e s  t o  determine t h e  combined e f f e c t  o f  smoking and o t h e r  
environmental  carc inogens  (e .g . ,  i n d u s t r i a l  exposures ,  n u t r i t i o n a l  
f a c t o r s ,  e t c  .) 

e 	 S t u d i e s  on t h e  e f f e c t i v e n e s s  of materials, such as v i tamins  and 
pro-vi tamins,  i n  i n h i b i t i n g  o r  a l t e r i n g  t h e  d e l e t e r i o u s  h e a l t h  
e f f e c t s  of c i g a r e t t e  smoking. 

2 .  Psycho-social  Aspects  

e 	 S t u d i e s  t o  d e f i n e  t h e  knowledge and b e l i e f s  of h e a l t h  p r o f e s s i o n a l s  
and t h e  p u b l i c  about  t h e  h e a l t h  e f f e c t s  of smoking, t h e  r i s k s  of 
low t a r  v e r s u s  h igh  t a r  c i g a r e t t e s ,  e tc .  

e 	 Communications r e s e a r c h  t o  develop t h e  means t o  inform t h e  p u b l i c  
on t h e  h e a l t h  hazards  of smoking, and e s p e c i a l l y  t o  develop methods 
t o  e v a l u a t e  t h e s e  e f f o r t s .  

e 	 S t u d i e s  t o  d e f i n e  t h e  a t t i t u d e  of a d o l e s c e n t s  toward low t a r ,  low 
n i c o t i n e  c i g a r e t t e s ,  and t h e  e f f e c t s  of t h a t  a t t i t u d e  on i n i t i a t i o n  
o r  c e s s a t i o n  behavior .  

e 	 S t u d i e s  t o  develop i n n o v a t i v e  techniques  i n  smoking prevent ion  and 
c e s s a t i o n ,  e s p e c i a l l y  f o r  groups such as  women, c h i l d r e n ,  a d o l e s c e n t s ,  
b l u e  c o l l a r  workers ,  non-white p o p u l a t i o n s ,  e tc .  

e 	 Comparative s t u d i e s  ( c r o s s  v a l i d a t i o n )  of t h e  commonly-used approaches 
t o  smoking c e s s a t i o n ,  i n c l u d i n g  those  of commercial, i n s t i t u t i o n a l ,  
r e l i g i o u s ,  and educa t iona l  sponsors .  

e 	 S t u d i e s  t o  e v a l u a t e  smoking prevent ion  and c e s s a t i o n  programs among 
i n d u s t r i a l  workers,  e s p e c i a l l y  t h o s e  exposed t o  occupat iona l  
carc inogens  which may have a d d i t i v e  o r  s y n e r g i s t i c  e f f e c t s  w i t h  
smoking. 

e 	 S t u d i e s  t o  d e f i n e  t h e  c o s t  e f f e c t i v e n e s s  and c o s t  b e n e f i t  of v a r i o u s  
approaches t o  smoking prevent ion  and c e s s a t i o n .  

e 	 S t u d i e s  of t h e  e f f e c t i v e n e s s  of s o c i a l  p r e s s u r e s  and mores, 
l e g i s l a t i v e  o r  a d m i n i s t r a t i v e  a c t i o n s  ( i . e . ,  requirements  f o r  non-
smoking a r e a s  i n  p u b l i c  b u i l d i n g s ,  e t c . )  on t h e  reduct ion  of smoking. 

3 .  	 Other  Appropriate  Research o r  Demonstration Grants  i n  Smoking, 
Cancer and Heal th  

Programs are a v a i l a b l e  f o r  t h e  t r a i n i n g  of i n d i v i d u a l s  a s  t h e s e  might 
re la te  t o  t h e  Smoking, Cancer and Heal th  Program. Two programs--
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'1 n*y' 	 I n d i v i d u a l  P o s t d o c t o r a l  Fe l lowships  (F-32)  and I n s t i t u t i o n a l  P o s t d o c t o r a l  
Fel lowships  (T-32) provide  f u l l - t i m e ,  long-term suppor t  t o  promising 
i n d i v i d u a l s  and we l l -qua l i f i ed  i n s t i t u t i o n s  through t h e  Na t iona l  Research 
Se rv ices  A c t  ( P . L .  9 3 - 3 b 8 ) .  

Addi t iona l ly ,  t h e  Cancer Research Career Development Award (RCDA) ( K 0 4 )  
prov ides  suppor t  f o r  i n d i v  iaua 1s wi th  demons t r a t e d  r e s e a r c h  po t  en t i a l  
who r e q u i r e  a d d i t i o n a l  expe r i ence  i n  p repa ra t ion  � o r  careers i n  independent  
r e sea rch .  

GENERAL INFORMATION 

The announcement l e a v e s  t h e  cho ice  of  s p e c i f i c  r e s e a r c h  o b j e c t i v e s ,  

i d e n t i f i c a t i o n  of s p e c i f i c  aims, development o f  a p p r o p r i a t e  p r o t o c o l s  and 

methodology, and t h e  procedures  f o r  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  

t o  t h e  i n v e s t i g a t o r ' s  i n i t i a t i v e .  However, once t h e  award i s  made under 

the program, any s u b s t a n t i a l  modi f ica t ion  of t h e  r e s e a r c h  o r i g i n a l l y  

proposed must be mutua l ly  agreed  upon by t h e  i n v e s t i g a t o r  and t h e  respec­ 

t i v e  N C I  d i v i s i o n .  


For purposes  of  t r a c i n g  r e sponses  t o  t h i s  program announcement, i n v e s t i g a t o r s  

should t y p e  i n  bold f a c e  c h a r a c t e r s  a t  t h e  top  of  t h e  f a c e  page of t h e  

a p p l i c a t i o n :  SMOKING, CANCER AND HEALTH PROGRAM. A copy of t h e  f a c e  page 

of t h e  a p p l i c a t i o n  should be s e n t  t o  D r .  Diane Fink,  Coordina tor  of  t h e  

Smoking, Cancer and Heal th  Program, Bui ld ing  31, Room l lA33,  Na t iona l  

Cancer I n s t i t u t e ,  Bethesda.  Maryland 20205. 


-%wr 
A number of Bureaus, i n s t i t u t e e ,  and o f f i c e s  w i t h i n  t h e  Department o f  
Heal th ,  Educat ion,  and  Welfare (DHEN) have mandates and/or  i n t e r e s t  i n  
Smoking and Heal th .  To p rov ide  maximum coord ina t ion  among i n t e r e s t e d  
DHEW groups, a s t a f f  working group wi th  r e p r e s e n t a t i v e s  from t h e  Nat iona l  
Cancer I n s t i t u t e ,  t h e  Nat iona l  Hea r t ,  Lung, and Blood I n s t i t u t e ,  t h e  
Nat iona l  I n s t i t u t e  of Chi ld  Heal th  and Human Development, t h e  Na t iona l  
I n s t i t u t e  on Drug Abuse, and t h e  O f f i c e  of Smoking and Heal th  w i l l  meet 
on a regular b a s i s  to f o l l o w  the progress of grants submitted in response 
to this announcement. 

APPLICATION AND REVIEW PROCEDURES 

A l e t t e r  of i n t e n t  may be s e n t  t o  t h e  s t a f f  person f o r  t h e  i n v e s t i g a t o r ' s  
area of interest if d e s i r e d  by t h e  i n v e s t i g a t o r  p r i o r  t o  submission of  
t h e  a p p l i c a t i o n .  Appl ica t ion  k l t s  may b e  ob ta ined  from an o r g a n i z a t i o n ' s  
a p p l i c a t i o n  c o n t r o l  o f f i c e  o r  from t h e  Div i s ion  o f  Research Gran t s ,  Nat iona l  
I n s t i t u t e s  of Hea l th ,  Bethesda,  Maryland 20203. 

The a p p l i c a t i o n  r e c e i p t  d a t e s  f o r  g r a n t s  submi t ted  under t h i s  program 
announcement a r e  t h e  u s u a l  DRG r e c e i p t  d a t e s  f o r  i n v e s t i g a t o r  i n i t i a t e d  
g r a n t s ;  namely, new g r a n t s  (Type I )  March 1,  J u l y  1, and November 1; 
and renewal g r a n t s  (Type 11) February 1, .lune 1, and October 1. Research 
and demonstration grants  are t o  be submit ted on Form PtIS 398. 

T r a i n i n g  a p p l i c a t i o n s  for i n d i v i d u a l  postdoctoral f e l lowsh ips  should be 
prepared on Form PHS 4 1 6 - 3 ;  f r l r  i n s t i t u t i o n a l  t r a i n i n g  on Form PHS 6025; 
for RCDA'S.  on Form PHS 2557-1 .  

Lw 
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Appl ica t ions  should be s e n t  t o :  

Divis ion of Research Grants  
Nat ional  I n s t i t u t e s  of Heal th  
Room 240, Westwood Bui ld ing  
5333 Westbard Avenue 
Bethesda, Maryland 20205 

STAFF CONTACTS 

Q u e s t i o n s  r e l a t e d  t o  v a r i o u s  a s p e c t s  of t h e  N C I  Smoking, Cancer and 
Heal th  Program can be d i r e c t e d  t o  : 

Epidemiology : 	 D r .  Donald Luecke 
DCCP, Nat iona l  Cancer I n s t i t u t e  
Room 8CL8, Landow Building 
Bethesda, Maryland 20205 

Toxicology: 

Behavioral  S t u d i e s ,  

Tra in ing  Programs : 

Information and 
Education: 

Telephone: (301) 496-9600 

D r .  Gio Gori 

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

Room 3A16,  Bui ld ing  31 

Bethesda, Maryland 20205 

Telephone: (301) 496-6616 

Smoking Cessa t ion  and Demonstration Programs: 

D r .  David Monsees 
DCCR, Nat iona l  Cancer I n s t i t u t e  

Room 720, Bla i r  Bui lding 

S i l v e r  Spr ing ,  Maryland 20910 


Telephone: (301) 427-8630 

D r .  Barney Lepovetsky 

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

Room 1 O A 1 8 ,  Westwood Bui ld ing  

Bethesda, Maryland 20205 


Telephone: (301) 496-7803 

M r .  Bernard E l l i s ,  Jr. 

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

Room 4B39, Bui ld ing  1 

Bethesda, Maryland 20205 


Telephone: (301) 496-6792 
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-a*,& General Informat ion:  	 D r .  Diane Fink 

ADMACR 

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

Room l lA33, Bui ld ing  31  

Bethesda, Maryland 20205 


Telephone: (301) 496-1316 
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DIET, NUTRITION, AND CANCER PROGRAM ANNOUNCEMENT 


OF RESEARCH INTERESTS IN ALCOHOL AND CANCER 


NATIONAL CANCER INSTITUTE 


The D i e t ,  N u t r i t i o n ,  and Cancer Program of t h e  Nat iona l  Cancer I n s t i t u t e ,  
w i t h  t h e  coopera t ion  of t h e  Nat iona l  I n s t i t u t e  of  Alcohol Abuse and 
Alcoholism is  encouraging t h e  submission of  a p p l i c a t i o n s  f o r  r e s e a r c h  
g r a n t s  i n  t h e  s t u d y  of a l c o h o l  and cancer .  

INTRODUCTION 

A Workshop on Alcohol and Cancer w a s  h e l d  October 23 and 24, 1978, and 
w a s  sponsored j o i n t l y  by t h e  Div is ion  of Cancer Control  and R e h a b i l i t a t i o n  
of t h e  Nat iona l  Cancer I n s t i t u t e  and t h e  Div is ion  of Extramural Research 
of ' t h e  Nat iona l  I n s t i t u t e  of Alcohol Abuse and Alcoholism. The purposes 
of  t h i s  conference  were t h r e e f o l d :  (1)  t o  begin a d ia logue  between in­
v e s t i g a t o r s  and p r a c t i t i o n e r s  from both  cancer  r e s e a r c h  and a l c o h o l  s t u d i e s ;  
(2)  t o  d e s c r i b e  t h e  state of t h e  a r t  i n c l u d i n g  methodologies of common 
i n t e r e s t ;  and, (3) t o  develop recommendations f o r  f u t u r e  areas of s tudy  
and i n v e s t i g a t i o n .  The program included reviews on t h e  epidemiology of 
a l c o h o l  and cancer ,  r e h a b i l i t a t i o n  and c o n t i n u i n g  c a r e ,  and experimental  
approaches t o  t h e  s tudy  of  a l c o h o l  e f f e c t s  on t h e  e t i o l o g y  and patho-

3-6 g e n e s i s  of  cancer .  The proceedings of t h e  Workshop were publ ished i n  
Cancer Research, 39, 2815-2908, 1979. 

BACKGROUND AND PROGRAM SPECIFICATIONS 

The D i e t ,  N u t r i t i o n ,  and Cancer Program encourages t h e  submission of 
r e s e a r c h  g r a n t  a p p l i c a t i o n s  i n  t h e  broad areas o f :  (1) ep idemiologica l  
s t u d i e s  i n  a l c o h o l - r e l a t e d  cancer, and (2)  b a s i c  r e s e a r c h  on a l c o h o l  
effects  on t u m o r  d e v e l o p m e n t . *  H o w e v e r ,  i t  i s  not  the i n t e n t  of t h i s  
announcement t o  make o r  imply any d e l i m i t a t i o n  r e l a t i v e  t o  t h e  n a t u r e  o r  
scope of  t h e  r e s e a r c h  which might be proposed. 

Epidemiological  S t u d i e s  i n  Alcohol-Related Cancer 

Alcohol combined w i t h  tobacco smoking i s  an  e s t a b l i s h e d  r i s k  f a c t o r  f o r  
c a n c e r s  of t h e  oropharynx, esophagus, and l a r y n x .  It should be p o s s i b l e  
t o  c l a r i f y  f u r t h e r  t h e  r o l e  of a l c o h o l  i t s e l f ,  t h e  modifying e f f e c t s  of 
tobacco, dose-response r e l a t i o n s h i p s ,  and n u t r i t i o n a l  c o - f a c t o r s .  S t u d i e s  
are a l s o  needed t o  d e l i n e a t e  t h e  s t e p s  by which a l c o h o l  consumption l e a d s  
t o  l i v e r  cancer  and t o  r e s o l v e  t h e  sugges t ion  t h a t  c e r t a i n  beverages may 
p r e d i s p o s e  t o  o t h e r  cancers ,  i n c l u d i n g  t h o s e  of t h e  pancreas  and rectum. 

*This program is  descr ibed i n  t h e  Catalogue of Federa l  Domestic Ass is tance  
numbers 13.393 and 13.396. Awards w i l l  be  made under t h e  a u t h o r i t y  of t h e  
PHS A c t ,  T i t l e  111, S e c t i o n 3 0 1  (Publ ic  Law 78-410) as amended; 42 USC 241) 
and adminis te red  under PHS g r a n t  p o l i c i e s  and Federa l  Regulat ions 42  CFR 
P a r t  52 and 45 CFR P a r t  74 .  

'W' 
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Epidemiological  i n v e s t i g a t i o n s  and p i l o t  surveys  should be  combined 
wi th  exper imenta l  work t o  i d e n t i f y  hazardous f r a c t i o n s  i n  a l c o h o l i c  
beverages and t o  d e l i n e a t e  t h e  mechanisms by which a l c o h o l  promotes 
ca rc inogenes i s .  Epidemiologis t s  and b iomet r i c i ans  may a l s o  c o n t r i b u t e  
toward t h e  development of programs aimed a t  pr imary prevent ion  and e a r l y  
d e t e c t i o n  of c a n c e r s  r e l a t e d  t o  a l coho l  and tobacco; 

Inco rpora t ion  of r e s e a r c h  ques t ions  i n t o  da t a  c o l l e c t i o n  systems deserves  
s e r i o u s  c o n s i d e r a t i o n  as a means of o b t a i n i n g  a d d i t i o n a l  v a l u a b l e  informa­
t i o n  for e t i o l o g i c a l  s t u d i e s .  

Alcohol and Carc inogenes is  

P o s s i b l e  mechanisms whereby a l c o h o l  abuse  and a l c o h o l - r e l a t e d  d i s e a s e s  
may a f f e c t  ca rc inogenes i s  and t h e  development of cancer :  

(a) c o n t a c t - r e l a t e d  l o c a l  e f f e c t s  on t h e  upper g a s t r o i n t e s t i n a l  t r a c t ;  

(b) t h e  presence  of low l e v e l s  of carc inogens  i n  a l c o h o l i c  beverages;  

(c )  i nduc t ion  of microsomal enzymes involved i n  carc inogen  metabolism; 

(d) 	v a r i o u s  t y p e s  of c e l l u l a r  i n j u r y  produced by e thano l  and i t s  
m e t a b o l i t e s  and t h e i r  r e l a t i o n s h i p  t o  cancer ;  

(e) 	t h e  d i e t a r y  and n u t r i t i o n a l  d i s t u r b a n c e s  f r e q u e n t l y  a s s o c i a t e d  
w i t h  a l c o h o l  abuse.  

Review of t h e  s c i e n t i f i c  l i t e r a t u r e  p rov ides  r e l a t i v e l y  few r e p o r t s  i n  
b a s i c  r e s e a r c h  on a l c o h o l  and cancer .  

I l l u s t r a t i v e  examples of r e s e a r c h  areas of need are: 

0 	 E f f e c t s  of  a l c o h o l  on t h e  n a t u r a l  h i s t o r y  and pa thogenes i s  of 
expe r imen ta l ly  induced tumors i n  an imals ,  i nc lud ing  t h e  e f f e c t s  
of a l c o h o l  on immune responses .  

0 	 I n f l u e n c e  of a l c o h o l  on t h e  malignant  p o t e n t i a l  of chemica ls ,  
oncogenic v i r u s e s  and r a d i a t i o n .  

0 E f f e c t s  of a l c o h o l  on ca rc inogenes i s  i n  vivo and i n  v i t r o .  

These examples are n o t  intended t o  d e l i m i t  t h e  n a t u r e  or scope of t h e  
r e s e a r c h  proposed. 

METHOD AND CRITERIA OF REVIEW 

App l i ca t ions  w i l l  be  rece ived  by t h e  NIH's Divis ion  of Research Grants  
and w i l l  be  r e f e r r e d  t o  an a p p r o p r i a t e  peer  review group f o r  i n i t i a l  
review f o r  s c i e n t i f i c  m e r i t .  The s p e c i f i c  s c i e n t i f i c  area addressed  w i l l  
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'by& 	 be t h e  b a s i s  f o r  review group assignment w i t h  subsequent review by t h e  
Nat iona l  Cancer Advisory Board. The review c r i t e r i a  cus tomar i ly  employed 
by t h e  P u b l i c  Heal th  Serv ice  f o r  r e g u l a r  research  g r a n t  a p p l i c a t i o n s  w i l l  
p r e v a i l .  

APPLICATION RECEIPT DATES 

Appl ica t ions  w i l l  be  accepted i n  accordance w i t h  t h e  u s u a l  r e c e i p t  d a t e s  
f o r  new r e s e a r c h  g r a n t  a p p l i c a t i o n s .  Each a p p l i c a n t  should i n c l u d e  a 
le t ter  of  t r a n s m i t t a l  r e f e r r i n g  t o  t h i s  program announcement. Due d a t e s  
are : 

March 1, 1980 

Copies of let ters of 

METHOD OF APPLYING 

J u l y  1, 1980 November 1, 1980 

t r a n s m i t t a l  and i n q u i r i e s  should b e  addressed  t o :  

D r .  Vincent Groupe' 

D i e t ,  N u t r i t i o n ,  and Cancer Program 

National  Cancer I n s t i t u t e  

Room llA33, Bui lding 31 

Bethesda, Maryland 20205 


Telephone: (301) 496-1316 

-4-* 	 Appl ica t ions  should be submit ted on form PHS-398, which is  a v a i l a b l e  i n  
t h e  b u s i n e s s  o r  g r a n t s  and c o n t r a c t s  o f f i c e  a t  most academic and r e s e a r c h  
i n s t i t u t i o n s  o r  may be obta ined  from N I H .  The words "ALCOHOL AND CANCER" 
should be typed a c r o s s  t h e  top  of t h e  f i r s t  page of t h e  a p p l i c a t i o n .  

Appl ica t ions  should be s e n t  t o  : 

Divis ion  of .Research  Grants  
Nat iona l  I n s t i t u t e s  of Heal th  
Room 2 4 0 ,  Westwood Bui ld ing  
5333 Westbard Avenue 
Bethesda, Maryland 20205 
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l~sd PREVENTIVE ONCOLOGY ACADEMIC AWARD 

NATIONAL CANCER I N S T I T U T E  

The Nat ional  Cancer I n s t i t u t e  i n v i t e s  n a t i o n a l  compet i t ion f o r  P r e v e n t i v e  
Oncology Academic Awards. Each school  of  medicine,  school  of d e n t i s t r y ,  
school  of  os teopathy ,  school  o f  p u b l i c  h e a l t h ,  o r  NCI-designated cancer  
c e n t e r  in 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  is e l i g i b l e  
t o  compete f o r  one P r e v e n t i v e  Oncology Academic Award f o r  a p r o j e c t  p e r i o d  
t h a t  does n o t  exceed f i v e  y e a r s .  The number of new awards made each y e a r  
w i l l  depend on t h e  a v a i l a b i l i t y  of funds.  

The P r e v e n t i v e  Oncology Academic Award’ Program i s  t o  s t i m u l a t e  r e s e a r c h  
and educa t ion  f o r  cancer  prevent ion  i n  schools  t h a t  do n o t  have such pro-
grams and t o  s t r e n g t h e n  and improve t h e s e  programs i n  schools  t h a t  do. 
Awards suppor t  i n d i v i d u a l  f a c u l t y  m e m b e r s  f o r  t h e i r  r e s e a r c h  and e d u c a t i o n a l  
development and t h e  implementation of  curr iculum. It  i s  expected t h a t  each 
program i n  cancer  prevent ion  b u i l d s  upon demonstrable e x p e r t i s e  and exper i ­
ence i n  epidemiology and/or  human g e n e t i c s ,  b i o s t a t i s t i c s ,  c l i n i c a l  oncology 
and b a s i c  cancer  research. 

I. OBJECTIVES OF THE AWARD 

The P r e v e n t i v e  Oncology Academic Award is  made t o :  

‘*sr* 1. 	 develop s u p e r i o r  f a c u l t y  w i t h  r e q u i s i t e  academic s k i l l s  and a 
major commitment t o  p r e v e n t i v e  oncology r e s e a r c h  and t r a i n i n g ;  

2. 	 ensure  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  which a t t r ac t  o u t s t a n d i n g  
s t u d e n t s  t o  r e s e a r c h  careers and c o n t r i b u t e  t o  t h e  prevent ion  of 
cancer ;  

3 .  	 f a c i l i t a t e  in te rchange  of i d e a s  and methods among awardees and 
i n s t i t u t i o n s ;  and 

4 .  	 develop t h e  g r a n t e e  i n s t i t u t i o n ’ s  c a p a c i t y  t o  a t t r a c t  l o c a l  
support  t h a t  w i l l  cont inue  t o  s t r e n g t h e n  and improve p r e v e n t i v e  
oncology r e s e a r c h  and educa t ion .  

11. C R I T E R I A  FOR THE AWARD 

Competit ive review f o r  a P r e v e n t i v e  Oncology Academic Award w i l l  assess 
t h e  i n t e n t i o n s  of both t h e  sponsoring i n s t i t u t i o n  and t h e  proposed 
candida te .  

This  program i s  descr ibed  i n  t h e  Catalog of  Federal  Domestic Ass is tance  
number 13 .393 .  Awards will be made under t h e  a u t h o r i t y  of t h e  P u b l i c  Heal th  

tr*Jr 


S e r v i c e  Act,  T i t l e  111, Sect ion  301 ( P u b l i c  Law 78-410, a s  amended; 42 USC 241) 
and adminis tered under PHS g r a n t  p o l i c i e s  and Federal  Regulat ions 42 CFR P a r t  
52 and 45 CFR P a r t  74. 
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The i n s t i t u t i o n  must: 

e 	 name and sponsor  a cand ida te  wi th  competence i n  p reven t ive  oncology 
and wi th  major career i n t e r e s t  i n  r e sea rch  and i n  improving educa­
t i o n a l  programs ( t h e  cand ida te  m u s t  be a c i t i z e n ,  a nonc i t i zen  
n a t i o n a l  of  t h e  U . S .  o r  have been l awfu l ly  admi t ted  t o  t h e  U.S. f o r  
permanent res idence)  ; 

e 	 p r e s e n t  p l a n s  t o  develop o r  improve t h e  p reven t ive  oncology r e sea rch  
and educa t iona l  programs; 

e 	 i d e n t i f y  and demonstrate  a v a i l a b i l i t y  of t h e  r e sources  (popu la t ions ,  
p a t i e n t s ,  manpower, m a t e r i a l s )  necessary  t o  implement t h e  proposed 
pro  gram ; 

e 	 provide  the cand ida te  w i t h  t i m e  t o  a c q u i r e  t h e  s k i l l s  necessary  
f o r  pe r sona l  development and f o r  t h e  development of t h e  p reven t ive  
oncology pro gram ; 

e provide  access t o  f a c i l i t i e s  f o r  r igo rous  p reven t ive  oncology 
r e sea rch  and h igh  q u a l i t y  p a t i e n t  care;  

e 	 prov ide  evidence o f  commitment from t h e  a d m i n i s t r a t i o n  and from t h e  
sponsor ing  departmental  Chairman t o  implement t h e  proposed program 
so t h e r e  is coord ina t ion  of  p reven t ive  oncology wi th  o t h e r  r e l e v a n t  
r e s e a r c h  and educa t ion;  and 

s t a t e  t h e  mechanisms f o r  cont inued i n s t i t u t i o n a l  suppor t  of  t h e  
p r e v e n t i v e  oncology program subsequent t o  t h e  Award. 

The cand ida te  must: 

have a p p r o p r i a t e  academic appointment a t  t h e  i n s t i t u t i o n  a t  t h e  
t i m e  t h e  award i s  a c t i v a t e d ;  

have s u f f i c i e n t  r e sea rch  exper ience  and c l i n i c a l  background i n  oncology, 
t o  be e f f e c t i v e  i n  developing and a c t i v e l y  implementing a q u a l i t y  
r e s e a r c h  and educat ion program i n  p reven t ive  oncology; 

s p e c i f y  a program f o r  enhancing pe r sona l  s k i l l s  a s  needed; 

p r e s e n t  a program f o r  developing o r  improving p reven t ive  oncology 
r e s e a r c h  and educat ion i n  t h e  g r a n t e e  i n s t i t u t i o n  and f o r  e v a l u a t i n g  
t h e  outcome o f  t h e  e f f o r t ;  

commit a s u b s t a n t i a l  p o r t i o n  of e f f o r t  t o  t h e  proposed programs; 

a g r e e  t o  r e p o r t  annual ly  on t h e  s t a t u s  of  t h e  program; and 

a g r e e  t o  meet annual ly  wi th  o t h e r  r e c i p i e n t s  o f  Prevent ive  Oncology 
Academic Awards t o  exchange i d e a s ,  methods and program eva lua t ions .  
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‘(I~WV 	 Preven t ive  Oncology r e s e a r c h  and educa t ion  r e q u i r e s  an unusual  complement of 
educa t ion  and exper ience ,  d e r i v i n g  from several p r o f e s s i o n a l  and d i s c i p l i ­
nary  f i e l d s .  A c a n d i d a t e  may q u a l i f y  f o r  appointment wi thout  t h e  f u l l  range 
of s k i l l s  provided a p lan  f o r  a c q u i r i n g  them is inco rpora t ed  in t h e  app l i ca ­
t i o n .  The cand ida te  should have s u f f i c i e n t  t r a i n i n g  and expe r i ence  so t h a t  
no more than one yea r  of i n t e n s i v e  supplemental  p r e p a r a t i o n  is needed t o  
meet b a s i c  requi rements .  Basic requi rements  inc lude :  

demonstrated competence i n :  medical s c i e n c e  o r  r e l a t e d  f i e l d s  of  
biomedical r e s e a r c h  r e l e v a n t  t o  cancer p reven t ion ,  epidemiology 
and/or  human g e n e t i c s  and b i o s t a t i s t i c  r e s e a r c h  methods, and 

s u b s t a n t i v e  knowledge of: ca rc inogenes i s  r e s e a r c h ;  h e a l t h  s e r v i c e  
d e l i v e r y  systems; p u b l i c  h e a l t h  r e g u l a t i o n  and p r a c t i c e ;  medical 
educa t ion  procedures  and a d m i n i s t r a t i o n ;  and n u t r i t i o n .  

111. PROVISIONS OF THE AWARD 

Within a v a i l a b l e  funds  and consonant w i th  t h e  o b j e c t i v e s  of t h e  P reven t ive  
Oncology Academic Award, t h e  I n s t i t u t e  w i l l  p rov ide  funds annua l ly  f o r  
a p r o j e c t  pe r iod  up t o  f ive yea r s .  

The Award may p rov ide  funds  f o r :  

suppor t  f o r  t h e  c a n d i d a t e  i n  d i r e c t  p ropor t ion  t o  t h e  e f f o r t  expended 
on t h e  p reven t ive  oncology program; r e s e a r c h  a s s i s t a n t s  as j u s t i f i e d ;  

travel t o  enab le  t h e  cand ida te  t o  develop essential  s k i l l s  and t o  
meet w i t h  o t h e r  c a n d i d a t e s  t o  exchange ideas, methods and program 
e v a l u a t i o n s  ; 

equipment necessa ry  to  develop t h e  p r e v e n t i v e  oncology cur r icu lum;  

s u p p l i e s  necessa ry  t o  ach ieve  t h e  program’s o b j e c t i v e s ;  

c o n s u l t a n t  f e e s  for a l i m i t e d  number of e x p e r t s  i n  t h e  a r e a  of 
p reven t ive  oncology and i n  educa t ion;  

r e s e a r c h  al lowance f o r  l i m i t e d  p a r t i c i p a t i o n  i n  r e s e a r c h  expe r i ences  
r e l a t e d  t o  p reven t ive  oncology, such as t h e  i n v e s t i g a t i o n  of c l u s t e r s ,  
f e a s i b i l i t y  s t u d i e s ,  and suppor t ing  s e r v i c e s ;  

supplemental  e d u c a t i o n a l  expenses which may be  proposed by t h e  
cand ida te  (Sec t ion  I1 - Criteria f o r  t h e  Award); and 

i n d i r e c t  c o s t s  as  desc r ibed  i n  I n s t r u c t i o n s  f o r  P repa r ing  Applica­
t i o n s  (up t o  bu t  n o t  t o  exceed e i g h t  pe rcen t  of a l lowab le  d i r e c t  c o s t s ) .  
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I V .  REVIEW OF APPLICATIONS 

Appl ica t ions  f o r  i n i t i a l  Prevent ive  Oncology Academic Awards w i l l  be  
appra ised  i n  terms of  c r i te r ia  o u t l i n e d  f o r  t h e  i n s t i t u t i o n  and t h e  
c a n d i d a t e  i n  S e c t i o n  11, "Criteria f o r  t h e  Award." 

The review w i l l  i n c l u d e  an assessment f o r  s c i e n t i f i c  m e r i t  by an  N I H  
I n i t i a l  Review Group. When necessary ,  a s i te  v i s i t  may be made t o  t h e  
i n s t i t u t i o n .  The i n i t i a l  review group w i l l  make recommendations f o r  
c o n s i d e r a t i o n  by t h e  Nat ional  Cancer Advisory Board. 

V.  METHOD OF APPLYING 

For 1980 only ,  a p p l i c a t i o n s  for P r e v e n t i v e  Oncology Academic Awards 
must be rece ived  by t h e  Nat iona l  I n s t i t u t e s  of Heal th  n o t  l a t e r  than 
March 1 for review by t h e  Nat iona l  Cancer Advisory Board i n  May o r  
June. For subsequent y e a r s  an annual  r e c e i p t  d a t e  w i l l  be  May 1. 
The reques ted  begin d a t e  f o r  funding should b e  J u l y  1 of  t h e  fo l lowing  
year .  

Appl ica t ion  forms (PHS 398) may b e  o b t a i n e d  from the i n s t i t u t i o n ' s  
a p p l i c a t i o n  c o n t r o l  o f f i c e .  If n o t  o t h e r w i s e  a v a i l a b l e ,  they can be 
requested from: 

Grant I n q u i r i e s  Off ice 
Divis ion of Research Grants  
Nat iona l  I n s t i t u t e s  of Heal th  
Room 448, Westwood Bui ld ing  
5333 Westbard Avenue 
Bethesda, Maryland 20205 

Type t h e  phrase  "PREVENTIVE ONCOLOGY ACADEMIC AWARD" as t h e  t i t l e  f o r  
t h e  proposal  on t h e  f r o n t  page of t h e  a p p l i c a t i o n .  Use t h e  s p e c i a l  
Guide l ines  f o r  p r e p a r a t i o n  of a P r e v e n t i v e  Oncology Academic A w a r d .  
These and l i m i t e d  s t a f f  c o n s u l t a t i o n  r e l a t i n g  t o  e l i g i b i l i t y  and 
a p p r o p r i a t e  a r e a s  of emphasis may be obta ined  from: 

Donald H. Luecke, M.D. 
S p e c i a l  Programs Branch 
Nat iona l  Cancer I n s t i t u t e  
Nat ional  I n s t i t u t e s  of  Heal th  
Room 8C-16, Landow Bui ld ing  
7910 Woodmont Avenue 
Bethesda, Maryland 20205 

Telephone: (301) 496-9600 
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Under t h e  a u t h o r i z a t i o n s  i n  t h e  P u b l i c  Heal th  Serv ice  Act ( T i t l e  I11 
S e c t i o n  301(c) and a p p l i c a b l e  s e c t i o n s  p e r t a i n i n g  t o  i n d i v i d u a l  
I n s t i t u t e s  and Bureaus of T i t l e  I V )  t h e  Bureaus, I n s t i t u t e s  and 
Div is ions  (BIDS) of t h e  Nat ional  I n s t i t u t e s  of Heal th  (NIH) may, under 
c e r t a i n  c i rcumstances ,  make New I n v e s t i g a t o r  Research Awards (NIRAs). 

I. INTRODUCTION AND EFFECTIVE DATE 

This  i s s u a n c e  c o l l a t e s  under a s i n g l e  t i t l e ,  N I R A ,  e lements  of 
a l l  new and young i n v e s t i g a t o r  awards* which w e r e  announced 
s e p a r a t e l y  and a t  d i f f e r e n t  times. Users of t h i s  document 
should c o n s u l t ,  p r i o r  t o  submission, t h e  i n d i v i d u a l  B I D  o f f i c e r s  
whose names are appended t o  t h e  main t e x t  f o r  s p e c i f i c  d e t a i l s  
r e l a t e d  t o  t h e  awarding u n i t ' s  s p e c i a l  areas of i n t e r e s t .  Areas 
t o  be supported under t h i s  program r e f l e c t  t h e  awarding u n i t ' s  
judgment t h a t  t h e r e  is  need t o  s t i m u l a t e  r e s e a r c h  i n  a p a r t i c u l a r  
f i e l d .  These p o l i c i e s  and g u i d e l i n e s  become effective f o r  New 
I n v e s t i g a t o r  Research Award a p p l i c a t i o n s  rece ived  on o r  a f te r  
March 1, 1980. Awards based on a p p l i c a t i o n s  rece ived  p r i o r  t o  
t h a t  d a t e  w i l l  be  guided by t h e  program announcement and p o l i c i e s  
i n  e f f e c t  a t  t h e  t i m e  t h e  award w a s  made. 

11. PURPOSE 

The New I n v e s t i g a t o r  Research Award program is  designed t o  encourage 
new i n v e s t i g a t o r s  ( i n c l u d i n g  those  who have i n t e r r u p t e d  e a r l y  
promising r e s e a r c h  c a r e e r s )  i n  b a s i c  o r  c l i n i c a l  science d i s c i p l i n e s  
t o  develop t h e i r  r e s e a r c h  i n t e r e s t s  and c a p a b i l i t i e s  i n  biomedical  
and b e h a v i o r a l  r e s e a r c h  w i t h i n  t h e  program i n t e r e s t s  of t h e  Nat iona l  
I n s t i t u t e s  of Heal th .  To h e l p  b r i d g e  t h e  t r a n s i t i o n  from t r a i n i n g  
s t a t u s  t o  t h a t  of e s t a b l i s h e d  i n v e s t i g a t o r ,  t h i s  special g r a n t  
supported program provides  r e s e a r c h  g r a n t  funds f o r  r e l a t i v e l y  
inexperienced i n v e s t i g a t o r s  w i t h  m e r i t o r i o u s  r e s e a r c h  i d e a s .  Funds 
f o r  t h i s  program are  being a l l o c a t e d  from a p p r o p r i a t i o n s  made  t o  t h e  
p a r t i c i p a t i n g  N I H  awarding u n i t s  t o  f u l f i l l  t h e i r  l e g i s l a t i v e l y  
mandated missions.  

* 	 Formerly known as: Young I n v e s t i g a t o r  Research Grants  ( N C I ,  NHLBI), 
S p e c i a l  Research Award Program (NIA), S p e c i a l  Dental  Research Award, 
Young Environmental S c i e n t i s t  Heal th  Research Grant Program, S p e c i a l  
Visual  Science Research Awards, N I R A  i n  Diabe tes ,  S p e c i a l  Grants  f o r  
New I n v e s t i g a t o r s  i n  Anesthesiology,  S p e c i a l  Grants  f o r  New Inves t i ­
g a t o r s  i n  Trauma and Burn Research, New I n v e s t i g a t o r  Research Grant 
i n  Medical Information Science,  New I n v e s t i g a t o r  Research Grants  i n  
C l i n i c a l  Immunology and Virology, and New I n v e s t i g a t o r  Awards i n  
Tropica l  Medicine ( r e c e n t l y  announced.) 
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111. ELIGIBILITY 

A. Applicant Institutions 

Only domestic nonprofit organizations and institutions, 
qualified entities of State and local governments and 
their agencies and Federal institutions may apply. 

B. Principal Investigator 

1 	 These awards are restricted to individuals who have not 
previously been principal investigators on a PHS supported 
research project. Exceptions may be granted to individuals 
who are changing their field of scientific endeavor. If 
there are questions, applicants should consult with NIH 
staff concerning the choice of application best suited to 
their needs. 

The principal investigator must ordinarily have a doctorate 
degree or its equivalent. The applicant should have completed 
hislher formal professional education. In most instances the 
principal investigator will have no more than five years of 
research experience after completion of formal training at the 
time the award is made. Under unusual circumstances, if clearly 
justified, there may be an exception to this five year limitation. 

C. Concurrent Applications 

The requirement for eligibility for an NIRA precludes concurrent 
application for a Research Career Development Award, Clinical 
Investigator Award, Academic, Teacher Investigator Award, or 
National Research Service Award. A New Investigator Research 
Award recipient may apply for a research project grant provided 
the second award does not conflict with the time or other 
commitments to the NIRA. 

IV. REVIEW 

Applications for NIRAs will undergo peer review by DRG Study Sections.  
Particular attention will be given to the following. 

A. 	 The adequacy of the applicant's research and research training 
background as a guide to future development into a creative 
independent investigator will be evaluated. The quality of 
the individual's past education, scientific training and 
commitment to a health-related research career will be taken 
into account along with the research proposal. Letters of 
reference are particularly valuable where the investigator's 
research originality and potential for independent investiga­
tion are not reflected in his/her past research experience. 
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wry B.  	 The p r i n c i p a l  i n v e s t i g a t o r ' s  r e s e a r c h  proposa l  w i l l  b e  
eva lua ted  f o r  s c i e n t i f i c  m e r i t ,  o r i g i n a l i t y ,  f e a s i b i l i t y ,  
adequacy of d e s i g n  and p l a n s  f o r  a n a l y s i s  and e v a l u a t i o n  
of d a t a .  It is  recognized t h a t  an i n v e s t i g a t o r  of l i m i t e d  
exper ience  i s  less l i k e l y  t o  b e  a b l e  t o  submit a n  appl ica­
t i o n  i n  t h e  same breadth  and depth  as an experienced 
i n v e s t i g a t o r .  The a p p l i c a t i o n  must, however, g i v e  clear 
evidence of t h e  i n v e s t i g a t o r ' s  a b i l i t y  t o  develop a sound 
r e s e a r c h  plan.  

V.  T E N S  OF THE AWARD 

A.  P r i n c i p a l  I n v e s t i g a t o r  

P r i n c i p a l  i n v e s t i g a t o r s  a r e  d i r e c t l y  r e s p o n s i b l e  t o  t h e  
g r a n t e e  i n s t i t u t i o n  t o  which t h e  awards are made. The 
employment s t a t u s ,  s a l a r y ,  t i t l e ,  and s t a f f  p r i v i l e g e s  
are determined by t h e  g r a n t e e  i n s t i t u t i o n  i n  accordance 
w i t h  i t s  e s t a b l i s h e d  p o l i c i e s  f o r  o t h e r  i n d i v i d u a l s  of 
t h e  same rank ,  f a c u l t y  o r  employment s t a t u s  wi thout  regard  
t o  source  of suppor t .  

P r i n c i p a l  i n v e s t i g a t o r s  must make a t r u l y  s i g n i f i c a n t  
commitment of t i m e  o r  e f f o r t  t o  t h e  r e s e a r c h  p r o j e c t  
proposed; whi le  i n  no case can t h i s  b e  less t h a n  50%, 
f o r  most a p p l i c a n t s  a l a r g e r  commitment is  encouraged. 
S a l a r y  support  can b e  provided from t h e  award up t o  
$25,000 p l u s  f r i n g e  b e n e f i t s  according t o  t h e  time o r  
e f f o r t  devoted t o  t h e  p r o j e c t .  

B. Durat ion 

N I R A  awards a r e  made f o r  p e r i o d s  up t o  t h r e e  y e a r s  and 
are  n o t  renewable.  A c o n t i n u a t i o n  of r e s e a r c h  suppor t  

.beyond t h e  N I R A  award may b e  sought a s  a r e g u l a r  r e s e a r c h  
g r a n t .  

C.  F0110w-u~ Information 

The p r i n c i p a l  i n v e s t i g a t o r s ,  upon r e q u e s t ,  a r e  expected 
t o  provide t h e  N I H  w i t h  informat ion  about t h e i r  s c i e n t i f i c  
accomplishments, changes i n  p r o f e s s i o n a l  s t a t u s  o r  i n s t i t u ­
t i o n a l  a f f i l i a t i o n  f o r  a per iod  of s i x  y e a r s  subsequent  t o  
te rmina t ion  of t h e  award. 

D,  Appl icable  P o l i c y  

Except a s  o therwise  s t a t e d  i n  t h i s  i s suance ,  awards w i l l  b e  
adminis tered under PHS g r a n t  p o l i c i e s  and Federa l  Regulat ions 
42 CFR P a r t  52 and 45 CFR P a r t  7 4 ,  i n c l u d i n g  requirements  f o r  
cost  shar ing .  
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V I .  APPLICATION PROCESS 

A.  	 The r e g u l a r  r e s e a r c h  g ran t  a p p l i c a t i o n  form PHS 398 must 
be used i n  applying, f o r  t h e s e  awards. App l i ca t ion  material 
may be  obta ined  from t h e  i n s t i t u t i o n ' s  a p p l i c a t i o n  c o n t r o l  
o f f i c e  o r  from t h e  O f f i c e  of Grants  I n q u i r i e s ,  Div is ion  of 
Research Grants,  Nat iona l  I n s t i t u t e s  of Hea l th ,  Bethesda,  
Maryland 20205. 

B .  	 The t i t l e  of t h e  program New I n v e s t i g a t o r  Research Award 
should be  typed on Line 2 ,  f a c e  page of t h e  a p p l i c a t i o n  
form PHS 398. 

C .  	 Direct c o s t s  may b e  r e q u e s t e d  f o r  up 60 three years of 
suppor t .  The t o t a l  d i r e c t  c o s t s  reques ted  must not  exceed 
$107,500 f o r  t h e  three-year  pe r iod ;  no more t han  $37,500 
may be  reques ted  i n  any one year. 

1. 	 Up t o  $25,000 s a l a r y  p l u s  a p p l i c a b l e  fringe b e n e f i t s  
may be  reques ted  f o r  t h e  princtpal investigator.  The 
amount reques ted  shou ld  r e f l e c t  the time and e f f o r t  t o  
be  d i r e c t e d  t o  t h e  p r o j e c t  and must be consonant w i t h  
t h e  p o l i c i e s  of t h e  g r a n t e e  institution governing 
s a l a r y  f o r  o the r  i n d i v i d u a l s  of s imi la r  rank. 

2. 	 Technica l  suppor t ,  s u p p l i e s ,  p u b l i c a t i o n  costs and 
l i m i t e d  equipment, as w e l l  as necessary t r a v e l ,  may 
be  reques ted  wi th in  the  d i r e c t  c o s t  budger.  

3 .  	 Requested f u n d s  may not be used t o  supplement a p r o j e c t  
supported b y  o:%er funds.  

D .  	 I n d i r e c t  c o s t s  a r e  a i lowable  i n  accordance w i t h  HE% p o l i c i e s  
f o r  r e s e a r c h  g r a n t s .  

E .  	 Because many new i n v e s t i g a t o r s  may not  have developed a 
s i g n i f i c a n t  bibiiographjr cf r e sea rch  accomplishments,  
p r i n c i p a l  i n v e s t i g a t o r s  mav r eques t  p re sen t  or former 
s u p e r v i s o r s  t e  submit l e t r e r s  a t t e s t i n g  t o  their p o t e n t i a l  
f o r  conducting independent r e sea rch .  

VII. 	 GENERAL INFORMATION-__ 

A .  Review Cycle-

Receipt  d a t e  f o r  a p p l i c a t i o n s  and review schedules  are  t h e  
same a s  f o r  r egu la r  r e sea rch  g ran t  a p p l i c a t i o n s .  

Appl ica t ion  
Receipt  I n i t i a l  Advisory 

Date R e v i e w  Council  --I__ 

November 1 Feb  /?lar 
March 1 .June Sept / O c  t 
J u l y  1 Oc t /Nov Jan/Feb 


