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NOTICES 

f - 7 - NOTICE OF MEETING--THE HEALTH OF BIOMEDICAL RESEARCH INSTITUTIONS 
1 h r v  P.T. 42; K.W. 1014002, 0710030 

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

Not ice  is  hereby  g iven  t h a t  t h e  Na t iona l  I n s t i t u t e s  o f  Hea l th  ( N I H )  w i l l  ho ld  
t h e  t h i r d  and f o u r t h  meet ings o f  a series o f  seven r e g i o n a l  p u b l i c  b r i e f i n g
meet ings  t o  be  conducted under t h e  a u s p i c e s  o f  t h e  Advisory Committee t o  t h e  
D i r e c t o r ,  N I H ,  on "The Heal th  of Biomedical Research I n s t i t u t i o n s . "  The 
purpose o f  t h e  meet ings is two-fold: 

1 	 t o  p rov ide  c u r r e n t  in format ion  concern ing  t h e  a c t i v i t i e s  o f  t h e  N I H  
by d e s c r i b i n g  t h e  broad p o l i t i c a l  con tex t  i n  which t h e  N I H  
o p e r a t e s ,  d i s c u s s i n g  t h e  Federa l  budget p rocess  as it af fec ts  t h e  
fo rmula t ion  o f  t h e  N I H  budget ,  demonst ra t ing  r e c e n t  t r e n d s  i n  t h e  
funding  o f  N I H  programs, d i s c u s s i n g  t h e  broad s t r a t e g i e s  adopted by
N I H  t o  meet emerging needs,  and d e s c r i b i n g  new N I H  p o l i c i e s  and 
programs des igned  t o  achieve  program o b j e c t i v e s ;  and 

2 	 t o  s o l i c i t  th rough p u b l i c  tes t imony t h e  views o f  biomedical  
r e s e a r c h e r s ,  u n i v e r s i t y  f a c u l t y  and a d m i n i s t r a t o r s ,  r e p r e s e n t a t i v e s
o f  p r o f e s s i o n a l  s o c i e t i e s ,  and o t h e r  i n t e r e s t e d  p a r t i e s  concern ing
t h e  impact o f  t h e  Federa l  system o f  sponsored r e s e a r c h  on t h e  
h e a l t h  o f  biomedical  r e s e a r c h  i n s t i t u t i o n s .  

The t h i r d  meet ing w i l l  b e  h e l d  on Thursday, December 3, 1987 from 8:30 a . m .  t o  
5 : O O  p.m. a t  N e w  York Un ive r s i ty ,  N e w  York. The f o u r t h  w i l l  be  h e l d  on 
December 4, 1987 from 8:30 a . m .  t o  5 : O O  p.m. a t  t h e  For sy th  Denta l  Center ,
Boston, Massachuse t t s .  Not ice  o f  t h e  t i m e  and l o c a t i o n  o f  a d d i t i o n a l  meet ings
w i l l  be  pub l i shed  l a t e r .  

Fol lowing p r e s e n t a t i o n s  by t h e  D i r e c t o r ,  N I H ,  and h i s  s e n i o r  s t a f f ,  a pane l
comprised o f  members o f  t h e  Advisory Committee t o  t h e  D i r e c t o r ,  N I H ,  

. 	 r e p r e s e n t a t i v e s  o f  N I H  n a t i o n a l  adv i so ry  c o u n c i l s ,  and s e n i o r  N I H  s taff  w i l l  
spend t h e  remainder  o f  t h e  day r e c e i v i n g  tes t imony from p u b l i c  w i tnes ses .  
Each w i t n e s s  w i l l  be  l i m i t e d  t o  a maximum o f  t e n  m i n u t e s .  Attendance and t h e  
number o f  p r e s e n t a t i o n s  w i l l  be  l i m i t e d  t o  t h e  t i m e  and space  a v a i l a b l e .  
Consequently,  a l l  i n d i v i d u a l s  wishing t o  a t t e n d  o r  t o  p r e s e n t  a statement a t  
t h i s  p u b l i c  meet ing should  n o t i f y ,  i n  w r i t i n g :  

J a y  Moskowitz, Ph.D. 

Execut ive  S e c r e t a r y 

Advisory Committee t o  t h e  D i r e c t o r ,  N I H  

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

Shannon Bu i ld ing ,  Room 137 

Bethesda,  MD 20892 

Telephone: ( 3 0 1 )  496-3152 


Those p lanning  t o  make a p r e s e n t a t i o n  should  f i l e  a one-page summary o f  t h e i r  

remarks wi th  D r .  Moskowitz by October 30, 1987; a copy o f  t h e  f u l l  t e x t  o f  

t h e s e  remarks should  be submi t ted  f o r  t h e  r e c o r d  a t  t h e  t i m e  o f  t h e  meet ing. 

P l e a s e  i n d i c a t e  which of t h e  two meet ings you p l a n  t o  a t t e n d .  Add i t iona l  

in format ion  may be ob ta ined  by c a l l i n g :  


M r .  Edward Lynch

Div i s ion  o f  Program Analys is 

Office o f  Program Planning and Eva lua t ion  

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

Shannon Bu i ld ing ,  Room 235 

Bethesda,  MD 20892 

Telephone: (301) 496-1454 


N I H  REGIONAL WORKSHOPS ON IMPLEMENTATION OF THE PHS POLICY 

ON HUMANE CARE AND USE OF LABORATORY ANIMALS 


P.T. 42; K.W. 1014002, 0201011, 1014003 
Nat iona l  I n s t i t u t e s  o f  Heal th  

WV 	 The Na t iona l  I n s t i t u t e s  of Heal th ,  Office f o r  P r o t e c t i o n  from Research Risks ,
i s  con t inu ing  t o  sponsor  a s e r i e s  o f  workshops i n  implementing t h e  P u b l i c  
Heal th  S e r v i c e  Po l i cy  on t h e  Humane Care and U s e  of  Laboratory Animals. The 
workshops are open t o  i n s t i t u t i o n a l  a d m i n i s t r a t o r s ,  members o f  animal  care and 

1 



u s e  committees,  l a b o r a t o r y  animal v e t e r i n a r i a n s ,  i n v e s t i g a t o r s  and o t h e r  

i n s t i t u t i o n a l  staff  who have r e s p o n s i b i l i t y  f o r  h igh -qua l i ty  management of 

sound i n s t i t u t i o n a l  animal care and use  programs. 


Date: December 10-11, 1987 


Locat ion:  C h a r l o t t e s v i l l e ,  V i r g i n i a  


Contact  : 


M i s s  Ke l ly  Crank 

Un i v e r  sity o f  V i r g i n i a 

Medical School ,  Box 325 

C h a r l o t t e s v i l l e ,  V i r g i n i a  22908 

Telephone: (804)  924-960909 


Date: January  28-29, 1988 


Locat ion:  Albuquerque, N e w  Mexico 


Contact  : 


M s .  Rynda Gibbs 

U n i v e r s i t y  o f  N e w  Mexico School o f  Medicine 

Continuing Medical Educat ion 

815 Vassar  N . E .  

Albuquerque, N e w  Mexico 87131 

Telephone: (505) 277-3942 


Other  workshops are be ing  planned and w i l l  b e  announced i n  f u t u r e  i s s u e s  o f  

t h e  N I H  Guide f o r  Grants  and Con t rac t s .  


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


M s .  Rober ta  Gar f ink le  

Execut ive  A s s i s t a n t  f o r  Animal Welfare Educat ion 

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

Office o f  P r o t e c t i o n  from Research Risks  

Bui ld ing  31, Room 4B09 

Bethesda,  Maryland 20892 


DATED ANNOUNCEMENTS t R F A s  AND RFPs AVAILABLE) 

A CLINICAL TRIAL FOR THE USE OF MONOCLONAL ANTIBODIES I N  THE 
PREVENTION OF KIDNEY GRAFT REJECTION 

RFP AVAILABLE: NIH-NIAID-IAIDP-88-13 

P.T. 3 4 ;  K . W .  0755015 ,  0745065 ,  0745040 ,  0710125 ,  0760045 

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

The Gene t i c s  and Transp lan ta t ion  Biology Branch o f  t h e  Immunology, A l l e rgy  and 
Immunologic Diseases  Program o f  t h e  Nat iona l  I n s t i t u t e  o f  A l l e rgy  and 
I n f e c t i o u s  Diseases ( N I A I D )  i s  s o l i c i t i n g  c o n t r a c t  p roposa l s  from 
o r g a n i z a t i o n s  having t h e  c a p a b i l i t i e s  and f a c i l i t i e s  f o r  conduct ing  a c l i n i c a l  
t r i a l  i n  t h e  p reven t ion  o f  kidney g r a f t  r e j e c t i o n .  

O f f e r o r s  should  have demonstrated exper ience  i n  kidney t r a n s p l a n t a t i o n  and 
immunotherapeutic t echno log ie s  as w e l l  a s  exper ience  i n  t h e  conduct o f  
c l i n i c a l  t r i a l s .  The a b i l i t y  t o  c o l l e c t  and ana lyze  d a t a  r e l a t i n g  t o  t h e  
e f f i c a c y  o f  t h e r a p e u t i c  regimens is  a l s o  r equ i r ed .  

T h i s  RFP was p r e v i o u s l y  announced i n  t h e  N I H  Guide Vol. 16 No. 28, August
14,1987. Its o r i g i n a l  release d a t e  h a s  been rescheduled  t o  t h a t  shown below. 

RFP-NIAID-IAIDP-88-13 w i l l  be  a v a i l a b l e  on o r  about  November 2 ,  1987. 
Responses are due by January  25, 1988. T h i s  N I A I D  sponsored p r o j e c t  w i l l  take 
approximately four y e a r s  t o  complete.  Two awards a r e  a n t i c i p a t e d .  Any
r e s p o n s i b l e  o r g a n i z a t i o n  may submit a proposa l  which w i l l  be cons ide red  by t h e  
Government. To r e c e i v e  a copy of t h i s  RFP, p l e a s e  supply  t h e  o f f i c e  l i s t e d  
below wi th  two se l f - addres sed  ma i l ing  l a b e l s .  

Telephone i n q u i r i e s  w i l l  no t  be honored and a l l  i n q u i r i e s  must be w r i t t e n  and 
addres sed  to t h e  o f f i c e  l i s t e d  below. 
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Your r eques t  should be mailed t o :  


M s .  Rosemary L .  McCabe 

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

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

5333 Westwood Bui ld ing ,  Room 707 


.u*f 
Bethesda, Maryland 20892 

T h i s  adver t i sement  does no t  commit t h e  Government t o  make an  award. 

CENTERS FOR THE STUDY OF CARDIOVASCULAR DISEASE I N  AMERICAN I N D I A N S  

RFA AVAILABLE: 88-HL-07-P 

P.T. 04, FE; K.W. 0715040, 0411005 

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

App l i ca t ion  Rece ip t  Date:  February 18, 1988 

The C l i n i c a l  and Genet ic  Epidemiology Branch o f  t h e  Div i s ion  o f  Epidemiology
and C l i n i c a l  App l i ca t ions ,  Nat iona l  Heart ,  Lung, and Blood I n s k i t u t e  (NHLBI)  
announces t h e  a v a i l a b i l i t y  of  a Request f o r  App l i ca t ions  (RFA, Cooperat ive
Agreement) on t h e  above s u b j e c t .  Copies o f  t h e  RFA w i l l  be  a v a i l a b l e  October 
9, 1987 from s t a f f  o f  t h e  NHLBI. Note t h a t  awards w i l l  n o t  be made t o  f o r e i g n
i n s t i t u t i o n s .  

Th i s  program w i l l  suppor t  epidemiologic  i n v e s t i g a t o r s  and suppor t ing  s ta f f  t o  
c o l l a b o r a t i v e l y  p l a n  and execute  a s tudy  t o  assess t h e  morbid i ty  and m o r t a l i t y
a t t r i b u t a b l e  t o  ca rd iovascu la r  d i s e a s e  and t h e  d i s t r i b u t i o n  o f  c a r d i o v a s c u l a r  
d i s e a s e  r i s k  f a c t o r s  among American Ind ians .  A major a i m  o f  t h e  s tudy  is  t o  
employ a common p r o t o c o l  t o  i d e n t i f y  and d e s c r i b e  ca rd iovascu la r  d i s e a s e  and 
its a s s o c i a t e d  r i s k  f a c t o r s  i n  Ind ian  popu la t ions  from d i f f e r e n t  geographic
l o c a t i o n s  t o  a c q u i r e  d a t a  from Ind ians  o f  d i f f e r e n t  migra tory  o r i g i n  o r  
l i n g u i s t i c  groups.  Coordinat ing c e n t e r ,  c o r e  l a b o r a t o r y  and e l ec t roca rd iog ram
read ing  c e n t e r  f u n c t i o n s  w i l l  be inc luded  w i t h i n  one o r  more c l i n i c a l  s tudy  
c e n t e r s .  I n t e r e s t e d  i n s t i t u t i o n s  may r e q u e s t  cop ie s  o f  t h e  RFA. It is 

~ a n t i c i p a t e d  t h a t  up t o  f o u r  g r a n t s  w i l l  be awarded. 

qfl Requests  f o r  c o p i e s  o f  t h e  RFA should be addressed  t o :  

Peter J .  Savage, M.D 

C l i n i c a l  and Genet ic  Epidemiology Branch 

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

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

Federa l  Bui ld ing ,  Room 300 

7550 Wisconsin Ave. 

Bethesda,  MD 20897 

Telephone: (301)  496-4333 


PROGRAMS OF EXCELLENCE FOR BASIC RESEARCH ON AIDS 


RFA AVAILABLE: 88-AI-01 

P.T. 34; K.W. 0715120, 0715125, 0710070, 1002045, 1002004, 1002008 

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

L e t t e r  o f  I n t e n t  Date: November 15, 1987 
Appl i ca t ion  Rece ip t  Date: February 17, 1988 

The Nat iona l  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases ( N I A I D )  i n v i t e s  
a p p l i c a t i o n s  f o r  t h e  es tab l i shment  of "PROGRAMS OF EXCELLENCE FOR BASIC 
RESEARCH ON AIDS" (PEBRA). 

PURP0SE 

The purpose of  t h i s  RFA i s  t o  suppor t  b a s i c  r e s e a r c h  programs addres s ing
q u e s t i o n s  on t h e  pa thogenes is  of AIDS and i ts  r e l a t e d  o p p o r t u n i s t i c  i n f e c t i o n s  
by us ing  approaches from immunology, v i ro logy ,  c e l l  b io logy  o r  molecular  
b io logy .  By i nc reased  understanding i n  t h e s e  a r e a s ,  more r a t i o n a l  s t u d i e s  f o r  
t h e  d i a g n o s i s ,  t r ea tmen t  and prevent ion  of AIDS can a l s o  be des igned .  The 

qw 	PEBRA Program w i l l  be  supported through t h e  Cooperat ive Agreement a s s i s t a n c e  
mechanism t o  encourage s c i e n t i s t s  and phys ic i ans  wi th  i n t e r e s t s  i n  AIDS 
r e s e a r c h  t o  p a r t i c i p a t e  i n  so lv ing  problems r e l a t e d  t o  AIDS. 
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A s  envis ioned ,  PEBRAs should have t h e  c a p a c i t y  t o  gene ra t e  new approaches and 
s t r a t e g i e s  t o  answer key ques t ions  l e a d i n g  t o  improved unders tanding  o f  t h e  
p rocesses  o f  t h e  immune system and i n f e c t i o u s  d i s e a s e  i n  AIDS. PEBRAs can be 
focused i n  one area such as v i ro logy ,  immunology o r  i n f e c t i o u s  d i s e a s e s  
a s s o c i a t e d  wi th  AIDS, o r  t hey  may be m u l t i d i s c i p l i n a r y  i n  composi t ion.  I n  
a d d i t i o n ,  t h e  PEBRA must f a c i l i t a t e  c r e a t i v e  i n t e r a c t i v e  r e s e a r c h  a c t i v i t i e s  
between members o f  t h e  group and no t  merely be a c o l l e c t i o n  o f  i n d i v i d u a l  R01 
a p p l i c a t i o n s .  The degree o f  i n t e r a c t i o n  can be,  bu t  should n o t  be l i m i t e d  t o :  
a) rnul t i  d i s c i p l i n a r y  r e s e a r c h  e f f o r t s ;  b )  s h a r i n g  o f  f a c i l i t i e s  and 
equipment; and c )  seminars which involve  a l l  P r o j e c t  Leaders o f  a PEBRA. 

The N I A I D  h a s  a broadly  based c o n t r a c t  and c o l l a b o r a t i v e  r e s e a r c h  p o r t f o l i o
r e l a t e d  t o  v i ro logy  and immunology. I n  a d d i t i o n ,  t h e  AIDS Program has  
i n i t i a t e d  s e v e r a l  coope ra t ive  m u l t i d i s c i p l i n a r y ,  m u l t i - i n s t i t u t i o n a l  r e s e a r c h  
programs f o r  AIDS. THE NATIONAL COOPERATIVE DRUG DISCOVERY GROUPS FOR THE 
TREATMENT OF AIDS, THE NATIONAL VACCINE DEVELOPMENT GROUPS and THE AIDS 
CLINICAL STUDIES GROUPS are examples o f  t h e s e  Cooperat ive Agreement Programs.
AIDS Program s t a f f  w i l l  i n t e r a c t  with PEBRAs and o t h e r  Cooperat ive Agreement 
programs t o  ass is t  i n  t h e  development o f  t h e i r  r e s e a r c h  programs as t h e y
r e l a t e  t o  AIDS and t o  f a c i l i t a t e  t h e  i n t e r a c t i o n s  between t h e s e  Cooperat ive
Agreement Programs. 

MECHANISM OF SUPPORT 

The PROGRAMS OF EXCELLENCE FOR BASIC RESEARCH ON AIDS (PEBRA) w i l l  enable  
s c i e n t i s t s  i n  v a r i o u s  f i e l d s  o f  r e sea rch  t o  i n t e r a c t ,  wi th  N I A I D  Support ,  as a 
u n i t ,  t o  c a r r y  o u t  t h e  b a s i c  r e sea rch  e s s e n t i a l  f o r  t h e  r e a l i z a t i o n  of  t h e  
PEBRA o b j e c t i v e s .  PEBRA could  be composed o f  s c i e n t i s t s  from academic,
nonpro f i t  and for -prof  it r e s e a r c h  i n s t i t u t i o n s ,  and commercial o r g a n i z a t i o n s  

Grant awards w i l l  be  made as COOPERATIVE AGREEMENTS. Ass i s t ance  v i a  
Cooperat ive Agreement d i f f e r s  from t h e  r e sea rch  g r a n t  i n  t h a t  t h e  Government 
component ( N I A I D )  awarding t h e  Cooperat ive Agreement a n t i c i p a t e s  s u b s t a n t i a l  
involvement du r ing  performance of  t h e  award. There is no i n t e n t ,  real  o r  
impl ied ,  f o r  N I H  staff t o  d i r e c t  group a c t i v i t i e s  or t o  l i m i t  t h e  freedom of 
i n v e s t i g a t o r s .  The i n t e r a c t i o n  o f  academic r e sea rch  i n s t i t u t i o n s  with N I A I D  
staff is expected t o  assist and f a c i l i t a t e  t h e  e f f o r t s  w i th in  t h e  PEBRA. 

N I A I D  i n t e n d s  t o  make s i x  t o  e i g h t  awards as a r e s u l t  of t h i s  RFA. The 
s t a r t i n g  d a t e  f o r  t h e  i n i t i a l  annual pe r iod  w i l l  be on o r  be fo re  September
1988. 

When t h e  a p p l i c a n t  i n s t i t u t i o n  i s  o u t s i d e  t h e  United S t a t e s ,  awards w i l l  be  

l i m i t e d  t o  t h r e e  y e a r s .  Domestic a p p l i c a n t s ,  i nc lud ing  t h o s e  with f o r e i g n  

components, may r e q u e s t  funding f o r  up t o  f i v e  y e a r s .  


METHOD OF APPLYING 


The r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n  Form PHS-398 ( r e v .  9/86) must  be used 

i n  app ly ing .  These forms are a v a i l a b l e  a t  most i n s t i t u t i o n a l  bus iness  o f f i c e s  

or from t h e  Office o f  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 Heal th ,  5333 Westbard Avenue, Bethesda,  Maryland 20892. Affix 

t h e  RFA l a b e l  provided i n  t h e  r e v i s e d  PHS-398. F a i l u r e  t o  do so could result 

i n  delayed p rocess ing  of  t h e  a p p l i c a t i o n  such t h a t  it may n o t  reach  t h e  review 

committee i n  t i m e  f o r  review. 


INQUIRIES 


I n q u i r i e s  r ega rd ing  t h e  f u l l  RFA may be addressed  t o  D r .  Padara ths ingh .  


Martin Padara ths ingh ,  Ph.D. 

Chief ,  Pa thogenes is  Branch 

AIDS Program

N I A I D ,  N I H  

Westwood Bui ld ing ,  Room 7A-04 

Bethesda, MD 20892 


i, 
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RESEARCH CENTERS ON ORAL HEALTH I N  A G I N G  

RFA AVAILABLE: 88-DE-01 

P.T. 04, CC; K.W. 0710010, 0745050, 0710030, 1002027, 0710070, 0765035, 0755030 

Nat iona l  I n s t i t u t e  o f  Denta l  Research-’	Nat iona l  I n s t i t u t e  on Aging
Veterans Admin i s t r a t ion  

App l i ca t ion  Rece ip t  Date: March 15, 1988 

The Na t iona l  I n s t i t u t e  o f  Dental  Research ( N I D R ) ,  t h e  Na t iona l  I n s t i t u t e  on 
Aging ( N I A )  and t h e  Veterans  Adminis t ra t ion  ( V A ) ,  as p a r t  o f  t h e i r  expanding 
programs of  r e s e a r c h  on t h e  o r a l  h e a l t h  of  o l d e r  Americans, i n v i t e  
a p p l i c a t i o n s  �or  t h e  suppor t  o f  r e s e a r c h  c e n t e r s  on o r a l  h e a l t h  i n  ag ing .
Each c e n t e r  program should  c o n s i s t  of i n t e r r e l a t e d ,  m u l t i d i s c i p l i n a r y  s t u d i e s  
o f  o r a l  h e a l t h  i n  r e l a t i o n  t o  ag ing .  The a p p l i c a t i o n  must r e p r e s e n t  a 
consort ium t h a t  i n c l u d e s  a Veterans Adminis t ra t ion  i n s t i t u t i o n  and one o r  more 
non-VA academic and/or r e s e a r c h  i n s t i t u t i o n s .  App l i can t s  should  a l s o  i n d i c a t e  
t h a t  t h e y  are p repa red  t o  submit an  a p p l i c a t i o n  f o r  a r e s e a r c h  t r a i n i n g  
program on o r a l  h e a l t h  i n  ag ing  du r ing  t h e  f irst  y e a r  o f  t h e  g r a n t  award. 

BACKGROUND INFORMATION 

Although o l d e r  i n d i v i d u a l s  o f t e n  have s e v e r e  o r a l  h e a l t h  needs,  t h e r e  is 
l i t t l e  informat ion  concern ing  t h e  magnitude and range o f  t h e s e  problems.
Moreover, a lmost  no r e s e a r c h  i s  d i r e c t e d  towards o b t a i n i n g  such in fo rma t ion  or 
developing  t echn iques  and programs t h a t  s p e c i f i c a l l y  a d d r e s s  o r a l  h e a l t h  
needs .  

The popu la t ion  o f  o l d e r  people  i s  l a r g e  and growing l a r g e r .  I n  r e c o g n i t i o n  o f  
t h o s e  ep idemio log ica l  r e a l i t i e s ,  t h e  r e s e a r c h  p l a n s  o f  t h e  Na t iona l  I n s t i t u t e  
on Aging and t h e  Na t iona l  I n s t i t u t e  of  Denta l  Research have emphasized t h e  
importance o f  r e s e a r c h  on o r a l  h e a l t h  i n  ag ing .  Such r e s e a r c h  i s ,  by na ture ,
complex and m u l t i f a c e t e d  because it must re f lec t  t h e  v a r i a b l e  p h y s i o l o g i c  
s t a t e  of ag ing  pe r sons ,  i nc lud ing  t h e  inc reased  p r o b a b i l i t y  o f  sys t emic
d i s e a s e  o r  impairment and inc reased  use  o f  medica t ions .  

The Veterans  Admin i s t r a t ion  p rov ides  medical and d e n t a l  s e r v i c e s  t o  a l a r g e
%#number of ag ing  v e t e r a n s ,  many of  whom r e s i d e  a t  o r  v i s i t  VA h o s p i t a l s  and 

s p e c i a l i z e d  f a c i l i t i e s ,  such  as Geriatric Research, Educat ion,  and C l i n i c a l  
Cen te r s  (GRECCS). While t h e  N I D R  and t h e  N I A  encourage t h e  submission o f  
i n d i v i d u a l  g r a n t  a p p l i c a t i o n s  i n  areas o f  ge ron to log ic  o r a l  h e a l t h  r e s e a r c h ,
t h i s  RFA is  s p e c i f i c a l l y  in tended  t o  encourage c o l l a b o r a t i v e  e f f o r t s ,  making 
use  o f  t h e  unique r e s o u r c e s  o f  t h e  VA such as p a t i e n t  popu la t ions ,  d a t a b a s e s ,
r e s e a r c h  in s t rumen ta t ion ,  and r e s e a r c h  and suppor t  pe r sonne l .  Because VA 
p a t i e n t s  are predominant ly  male, a p p l i c a n t s  p lanning  r e s e a r c h  u s i n g  VA p a t i e n t
v o l u n t e e r s  should  d e s c r i b e  how in fo rma t ion  r e l e v a n t  t o  t h e  o r a l  h e a l t h  
problems of  o l d e r  women w i l l  be  ob ta ined .  I n  a d d i t i o n ,  a p p l i c a n t s  are urged 
t o  inc lude  members o f  minor i ty  groups i n  s tudy  popu la t ions ,  wi th  a p p r o p r i a t e
a t t e n t i o n  t o  research des ign  and s a m p l e  s i z e .  If m i n o r i t i e s  and women are n o t  
inc luded  i n  a g iven  s tudy ,  a clear r a t i o n a l e  for t h e i r  e x c l u s i o n  should  be  
provided .  

A major f a c t o r  i n  e v a l u a t i n g  a p p l i c a t i o n s  w i l l  be  t h e  e x t e n t  t o  which t h e  
cen te r  program w i l l  promote advances l e a d i n g  t o  improvements i n  t h e  o r a l  
h e a l t h  o f  o l d e r  Americans which could  n o t  be achieved  o r  which would be  
achieved  more s lowly ,  i f  t h e  component p r o j e c t s  were funded s e p a r a t e l y .  

The r e s e a r c h  emphasis of i n d i v i d u a l  p r o p o s a l s  may d i f f e r  depending on t h e  
e x p e r t i s e ,  r e sources ,  and i n t e r e s t s  o f  t h e  a p p l i c a n t  group.  To be  r e spons ive  
t o  t h e  i n t e n t  o f  t h i s  RFA, t h e  p roposa l  must be focused on t h e  s p e c i a l
problems o f  o r a l  h e a l t h  i n  ag ing ,  i nc lud ing  b a s i c  and c l i n i c a l  r e s e a r c h .  
However, u n l e s s  c l e a r l y  a p a r t  o f  a r e s e a r c h  s tudy ,  c l i n i c a l  t r e a t m e n t  i s  n o t  
t o  be inc luded .  I n  a d d i t i o n ,  each proposa l  should  i n d i c a t e  t h e  i n t e n t  t o  
submit an  a p p l i c a t i o n  for a p o s t d o c t o r a l  r e s e a r c h  t r a i n i n g  program on o r a l  
h e a l t h  i n  ag ing .  

ELIGIBILITY 

To be  e l i g i b l e  for a c e n t e r  g r a n t  under t h i s  program, t h e  p o t e n t i a l  a p p l i c a n t
i n s t i t u t i o n  must have ongoing, independent ly  suppor ted  r e s e a r c h  and must 
oropose new r e s e a r c h  i n  t h e  area o f  o r a l  h e a l t h  i n  ag ing .  

*8v 
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RESEARCH OBJECTIVES 

Informat ion  about  r e s e a r c h  o b j e c t i v e s  can be found i n  t h e  f u l l  RFA as w e l l  as 
i n  t h e  p u b l i c a t i o n ,  IIA Research Agenda on Oral Heal th  i n  t h e  E lde r ly"  which 
w i l l  b e  mai led t o  i n d i v i d u a l s  r e q u e s t i n g  t h e  f u l l  RFA. 

FUNDING MECHANISM 

The a d m i n i s t r a t i v e  and funding mechanism w i l l  be  t h e  r e s e a r c h  c e n t e r  g r a n t
(P50) .  Each c e n t e r  program is expected t o  inc lude  s e v e r a l  r e l a t e d  bu t  
m u l t i d i s c i p l i n a r y  p r o j e c t s .  F i r s t  yea r  budgets  w i l l  be l i m i t e d  t o  $500,000 i n  
d i r e c t  c o s t s .  It is  a n t i c i p a t e d  t h a t  t h e  N I D R ,  t h e  N I A ,  and t h e  VA w i l l  make 
s e v e r a l  awards under t h i s  c e n t e r s '  program. 

STAFF CONTACT 


Reques ts  f o r  c o p i e s  o f  t h e  f u l l  RFA should  be 


D r .  Marie U .  Nylen, D i r e c t o r  

Extramural  Program

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

Westwood Bu i ld ing ,  Room 503 

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

Bethesda,  MD 20892-4500 

Telephone: (301) 496-7723 


addressed  t o :  

The RFA l a b e l  a v a i l a b l e  i n  t h e  9/86 r e v i s i o n  o f  App l i ca t ion  Form 398 must be  
a f f i x e d  t o  t h e  bottom o f  t h e  f a c e  page. F a i l u r e  t o  use  t h i s  l a b e l  could  
r e s u l t  i n  de layed  p rocess ing  o f  your a p p l i c a t i o n  such t h a t  it may n o t  r each  
t h e  review committee i n  t i m e  f o r  review.  

CHARACTERIZATION OF THE GENOMES OF HUMANS AND MODEL ORGANISMS 

RFA AVAILABLE: 88-GM-01 

P.T. 34; K.W. 1002008, 1002019, 0755045 

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


Appl i ca t ion  Rece ip t  Date: January  14, 1988 


The Na t iona l  I n s t i t u t e  o f  General Medical Sc iences  (NIGMS) i n v i t e s  r e s e a r c h  

g r a n t  a p p l i c a t i o n s  f o r  suppor t  o f  r e s e a r c h  p r o j e c t s  d i r e c t e d  toward 

c h a r a c t e r i z i n g  t h e  human genome o r  t h e  genomes o f  model organisms. The 

o b j e c t i v e  is  t o  s t i m u l a t e  r e s e a r c h  t h a t  w i l l  improve our  a b i l i t y  t o  ana lyze 

t h e  e n t i r e  genome o f  an organism, wi th  t h e  even tua l  goa l  of  apply ing  t h i s  

knowledge t o  t h e  a n a l y s i s  o f  t h e  human genome and t o  t h e  prevent ion , 

d i a g n o s i s ,  and t r ea tmen t  of  human d i s o r d e r s .  I t  i s  p o s s i b l e  t h a t  s p e c i a l 

funds  w i l l  be  a v a i l a b l e  t o  suppor t  compe t i t i ve  r e s e a r c h  programs t h a t  f u r t h e r  

t h e s e  g o a l s .  P o t e n t i a l  a p p l i c a n t s  are s t r o n g l y  advised  t o  c o n t a c t  NIGMS s t a f f  

b e f o r e  submi t t i ng  a p p l i c a t i o n s  f o r  suppor t .  


BACKGROUND 

The Na t iona l  I n s t i t u t e s  o f  Heal th  ( N I H )  r e c e n t l y  i s s u e d  t w o  program 
announcements e n t i t l e d  " N e w  Approaches t o  t h e  Analys is  o f  Complex Genomes" and 
"Computer-based Represen ta t ion  and Analys is  o f  Molecular Biology Data," ( v o l .
16, no. 18 - May 29, 1987 - pp. 9, 11). These announcements desc r ibed  a 
number o f  r e s e a r c h  t o p i c s  r e l a t e d  t o  genomic a n a l y s i s  t h a t  are o f  con t inu ing
i n t e r e s t  t o  t h e  N I H .  They are r e f e r r e d  t o ,  i n  con junc t ion  wi th  t h e  p r e s e n t
Request f o r  App l i ca t ions ,  t o  re-emphasize t h e  f a c t  t h a t  a l l  o f  t h e  i n s t i t u t e s  
a t  N I H ,  as w e l l  as NIGMS, w i l l  con t inue  t o  encourage and suppor t  r e s e a r c h  on 
t h e  t o p i c s  desc r ibed  i n  t h e s e  broad N I H  announcements. Such t o p i c s  inc lude  
t h e  development o f  methodology and technology and t h e  a n a l y s i s  o f  bo th  
p r o k a r y o t i c  and e u k a r y o t i c  genomes. The p o s s i b i l i t y  t h a t  t a r g e t e d  funds may
become a v a i l a b l e  prompts t h i s  Request f o r  App l i ca t ions ,  which d e s c r i b e s  two 
focused  r e s e a r c h  i n i t i a t i v e s  o f  s p e c i a l  i n t e r e s t  t o  NIGMS. 

Among t h e  t o o l s  which w i l l  b e  necessa ry  f o r  s tudy  o f  t h e  human genome a r e  a 
g e n e t i c  map and p h y s i c a l  maps. Most s c i e n t i s t s  now ag ree  t h a t  a p r e r e q u i s i t e  
t o  any major i n i t i a t i v e  t o  determine t h e  complete sequence of human DNA i s  
c o n s t r u c t i o n  o f  such maps. I d e n t i f i c a t i o n  of polymorphic markers f r e q u e n t l y
spaced,  perhaps  eve ry  one t o  f i v e  centiMorgans (cM) on t h e  human g e n e t i c  map,
would g r e a t l y  f a c i l i t a t e  c r e a t i o n  o f  phys i ca l  maps, i s o l a t i o n  of human genes ,
development o f  t o o l s  f o r  t h e  d i a g n o s i s  o f  g e n e t i c  d i s o r d e r s ,  r e s e a r c h  i n t o  t h e  
o r g a n i z a t i o n  o f  t h e  human genome and, u l t i m a t e l y ,  de t e rmina t ion  o f  t h e  DNA 
sequence of t h e  human organism. Another c r u c i a l  s t e p  i n  t h e  sequence a n a l y s i s  
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o f  t h e  human genome is t h e  development of phys i ca l  maps of human DNA, 
i nc lud ing  both  r e s t r i c t i o n  maps based on t h e  l o c a t i o n  o f  r e c o g n i t i o n  si tes for 
i n f r e q u e n t l y  c u t t i n g  r e s t r i c t i o n  enzymes and a complete set o f  ordered ,
over lapping  c lones  of  human DNA. 

i
/ 	 It i s  a l s o  t r u e  t h a t  much of  our  c u r r e n t  knowledge o f  genome o r g a n i z a t i o n  and 

func t ion  has  come from s t u d i e s  of  model organisms. S t u d i e s  i n  t h e s e  areas, 
j x  urd 	 employing a number o f  such model organisms, are underway wi th  suppor t  from 

s e v e r a l  o r g a n i z a t i o n s  and i n v e s t i g a t o r s  are reminded t h a t  r e s e a r c h  on many
organisms is encouraged under t h e  broad N I H  Program Announcements. NIGMS 
r e g a r d s  t h e  g e n e t i c  and phys ica l  maps, as w e l l  as t h e  genomic DNA sequences,
of s e v e r a l  widely used model organisms--yeast ,  Drosophi la ,  and mouse--to be 
p a r t i c u l a r l y  v a l u a b l e  r e s e a r c h  t o o l s  f o r  unders tanding  t h e  o r g a n i z a t i o n  o f  
euka ryo t i c  genomes, i nc lud ing  t h a t  of  t h e  human. Research u t i l i z i n g  p h y s i c a l  
maps and t h e  DNA sequences of t h e  genomes of  t h e s e ,  and &her ,  model organisms
w i l l  f a c i l i t a t e  c h a r a c t e r i z a t i o n  of  t h e  human genome. I n  a d d i t i o n ,  t h e  
improvements i n  methodology and technology genera ted  by such r e s e a r c h  would 
have many important  a p p l i c a t i o n s .  

RESEARCH GOALS 

Th i s  purpose of  t h i s  Request f o r  App l i ca t ions  is  t o  encourage i n v e s t i g a t o r s  t o  
submit a p p l i c a t i o n s  focused on t h e  t o p i c s  desc r ibed  below: 

o Genet ic  and Phys ica l  Maps of  t h e  Human Genome 

The f irst  o b j e c t i v e  of t h i s  p r o j e c t  i s  t o  complete,  as r a p i d l y  as p o s s i b l e ,
t h e  c o n s t r u c t i o n  o f  a high r e s o l u t i o n  human g e n e t i c  map. Such an e f f o r t  is  
a l r e a d y  w e l l  under way; NIGMS support  is in tended  t o  speed and f a c i l i t a t e  t h e  
mapping e f f o r t .  App l i ca t ions  should focus  on t h e  goa l  o f  i s o l a t i n g  and 
mapping r e s t r i c t i o n  fragment l e n g t h  polymorphisms (RFLPs) approximately every  
one t o  f i v e  cM on t h e  human g e n e t i c  map. 

The second o b j e c t i v e  is  t o  begin development of  phys i ca l  maps o f  human DNA. 
App l i ca t ions  should focus  on one o r  more of  t h e  fo l lowing:  ( a )  t h e  i s o l a t i o n  
o f  a set  of  ordered ,  over lapping  c lones ,  ( b )  development o f  a r e s t r i c t i o n  map
from chromosomal segments o r  e n t i r e  chromosomes, (c) t h e  improvement o f  
t echn iques  f o r  deve loping  t h e s e  maps. 

Because both  of  t h e s e  o b j e c t i v e  r e p r e s e n t  l a r g e  and complex i n i t i a t i v e s ,  it i s  
expected t h a t  s e v e r a l  l a b o r a t o r i e s  w i l l  be involved.  Awardees w i l l  be 
expec ted  t o  s h a r e  informat ion  and work c l o s e l y  wi th  o t h e r  s c i e n t i s t s  involved  
i n  c o n s t r u c t i n g  t h e  human g e n e t i c  map and t o  make a l l  materials de r ived  from 
t h i s  work a v a i l a b l e  t o  t h e  s c i e n t i f i c  community and t o  t h e  r e l e v a n t  
r e p o s i t o r i e s  and d a t a  c o l l e c t i o n s .  

o Mapping and Sequencing o f  t h e  Genomes o f  Model Organisms 

Research p r o j e c t s  which w i l l  l e a d  t o  t h e  c h a r a c t e r i z a t i o n  o f  t h e  genomes of 
s e v e r a l  model organisms a r e  under way. Cons t ruc t ion  o f  t h e  g e n e t i c  and 
p h y s i c a l  maps and de te rmina t ion  of  t h e  sequences of  t h e  DNA o f  t h r e e  o f  t h e s e  
organisms--yeast ,  Drosophi la ,  and mouse--will f a c i l i t a t e  ana lys i s  of  genomes.
App l i ca t ions  i n  t h e s e  a r e a s  a r e  a c t i v e l y  be ing  sought  and c o l l a b o r a t i v e  
p r o j e c t s  i nvo lv ing  s e v e r a l  s c i e n t i s t s  a r e  encouraged. App l i ca t ions  i n  
response  t o  t h i s  a s p e c t  o f  t h e  RFA should focus  on t h e  fo l lowing  ob jec t ivesx  

o Expansion o f  t h e  g e n e t i c  map, ref inement  of  t h e  p h y s i c a l  map, and 
l i n k a g e  o f  t h e  g e n e t i c  and phys ica l  m a p s  of  yeast ,  Drosophi la ,  and 
mouse ; 

o 	 Determinat ion of  t h e  DNA sequence of  chromosomal segments, complete
chromosomes, o r  t h e  e n t i r e  genomes of y e a s t ,  Drosophi la ,  and mouse. 

U t i l i z a t i o n  o f  DNA sequence d a t a  f o r  t h e  a n a l y s i s  and c h a r a c t e r i z a t i o n  of 
genomic informat ion  is  encouraged a s  p a r t  o f  a l l  of  t h e s e  proposed mapping and 
sequencing p r o j e c t s .  Research t o  be supported under t h i s  p a r t  o f  t h e  RFA is  
focused on t h e s e  fou r  model organisms because it is expected t h a t  p rog res s  can 
be made r a p i d l y  and w i l l  be of cons ide rab le  b e n e f i t  t o  t h e  program f o r  
c h a r a c t e r i z i n g  t h e  human genome as wel l  as t o  o t h e r  b a s i c  s c i e n c e  p r o j e c t s .
Again, i n v e s t i g a t o r s  are reminded t h a t  r e s e a r c h  having t h e s e  o b j e c t i v e s  bu t  
u s ing  o t h e r  organisms is encouraged under t h e  broad N I H  Program Announcements. 

A s  i n  t h e  c a s e  o f  r e s e a r c h  p r o j e c t s  d e a l i n g  wi th  t h e  human genome, awardees 
s tudy ing  model organisms w i l l  be expected t o  s h a r e  informat ion  with o t h e r  
s c i e n t i s t s  involved i n  r e l a t e d  p r o j e c t s  and t o  make a l l  m a t e r i a l s  de r ived  from 

w w t h i s  work a v a i l a b l e  t o  t h e  s c i e n t i f i c  community and t o  t h e  r e l e v a n t  
r e p o s i t o r i e s  and d a t a  bases .  
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MECHANISM OF SUPPORT 

Support  f o r  t h i s  program w i l l  be  through r e s e a r c h  g r a n t s ,  i nc lud ing  p r o j e c t  
g r a n t s  (R011 and program p r o j e c t s  ( P o l ) .  App l i ca t ions  submi t ted  by
c o l l a b o r a t i n g  i n v e s t i g a t o r s  from more t h a n  one i n s t i t u t i o n  can be suppor ted  by
consort ium arrangements .  P o l i c i e s  t h a t  govern r e s e a r c h  g r a n t  programs of t h e  
N I H  app ly  t o  t h i s  program.

W d  

The t o t a l  amount o f  suppor t  o f  g r a n t s  under t h i s  RFA i s  con t ingen t  upon t h e  
a p p r o p r i a t i o n  o f  funds  f o r  t h i s  purpose.  The number o f  awards w i l l  be  
determined by t h e  m e r i t  o f  t h e  p roposa l s  and by t h e i r  r e l evance  t o  program
g o a l s ,  as w e l l  as by t h e  a v a i l a b i l i t y  of funds .  It i s  a n t i c i p a t e d  t h a t  i n  
f i sca l  y e a r  1988 up t o  f i v e  m i l l i o n  d o l l a r s  w i l l  be  a l l o c a t e d  t o  t h e  r e s e a r c h  
i n i t i a t i v e s  desc r ibed  i n  t h i s  RFA. T h i s  amount may be inc reased  i f  a l a r g e
number o f  h i g h l y  m e r i t o r i o u s  a p p l i c a t i o n s  are r ece ived  and i f  funds  are 
a v a i l a b l e .  

APPLICATION AND REVIEW PROCEDURES 

P r i o r  t o  i n i t i a l  s c i e n t i f i c  merit review, a t r i a g e  mechanism w i l l  be  employed 
t o  screen o u t  a p p l i c a t i o n s  t h a t  are c l e a r l y  noncompeti t ive o r  nonresponsive t o  
t h e  RFA. Such a p p l i c a t i o n s  w i l l  be r e t u r n e d  t o  t h e  a p p l i c a n t .  App l i ca t ions
w i l l  be  eva lua ted  i n i t i a l l y  by one o r  more s p e c i a l  NIGMS pee r  review 
committees f o r  s c i e n t i f i c  and t e c h n i c a l  merit. A second review w i l l  b e  
conducted by t h e  Na t iona l  Advisory General Medical Sc iences  Counci l .  Review 
c r i te r ia  inc lude  t h e  fo l lowing :  

o Overa l l  s c i e n t i f i c  merit o f  t h e  r e sea rch ;  

o 	 P o t e n t i a l  va lue  o f  t h e  r e s e a r c h  f o r  f u r t h e r i n g  t h e  g o a l s  o u t l i n e d  
i n  t h i s  Request f o r  App l i ca t ions ;  

o 	 F e a s i b i l i t y  o f  t h e  r e s e a r c h  and adequacy o f  t h e  experimental
des ign;  

o 	 Tra in ing ,  exper ience ,  r e s e a r c h  competence, and d e d i c a t i o n  o f  t h e  
i n v e s t i g a t o r ( s 1 ;  

o Adequacy o f  a v a i l a b l e  f ac i l i t i e s ;  

o 	 P r o v i s i o n s  f o r  t h e  p r o t e c t i o n  o f  human s u b j e c t s  and t h e  humane care 
o f  animals;  and 

o Appropr ia teness  o f  t h e  r eques t ed  budget f o r  t h e  work proposed. 

A p p l i c a t i o n s  should  be  submi t ted  us ing  t h e  new form PHS 398 ( r e v .  9/86). The 
RFA l a b e l  a v a i l a b l e  i n  t h e  r e v i s e d  a p p l i c a t i o n  k i t  must be a f f i x e d  t o  t h e  
bottom o f  t h e  face page.  F a i l u r e  t o  use  t h i s  l a b e l  could r e s u l t  i n  de layed
process ing  of t h e  a p p l i c a t i o n  such t h a t  it may no t  reach  t h e  review committee 
i n  t i m e .  App l i ca t ion  k i t s  are a v a i l a b l e  i n  t h e  bus iness  o r  g r a n t s  o f f i c e  a t  
most academic o r  r e s e a r c h  i n s t i t u t i o n s ,  o r  from t h e  Div i s ion  o f  Research 
Grants ,  Na t iona l  I n s t i t u t e s  o f  Heal th .  App l i ca t ions  w i l l  be accepted in 
accordance w i t h  t h e  fo l lowing  schedule :  

TIMETABLE 

Receip t  Date: January  14, 1988 
I R G  Review: A p r  il/May
Council  Review: September
Ear l ies t  Funding Date: End of  September 

It is  e s s e n t i a l  t h a t  a p p l i c a n t s  t y p e  "CHARACTERIZATION OF THE GENOMES OF 
HUMANS AND MODEL SYSTEMS" and t h e  RFA number 88-GM-01 on l i n e  2 on t h e  face 
page of t h e  a p p l i c a t i o n  form. The o r i g i n a l  and f o u r  cop ie s  of  t h e  a p p l i c a t i o n
should  be  submi t ted  t o  t h e  fo l lowing  o f f i c e :  

Grant App l i ca t ion  Receipt  O f f  ice 
Div i s ion  of  Research Grants  
Na t iona l  I n s t i t u t e s  of Heal th  
Westwood Bu i ld ing ,  Room 249 
Bethesda,  Maryland 20892H 

To e x p e d i t e  t h e  review pEocess, submit two c o p i e s  o f  your a p p l i c a t i o n  d i r e c t l y  t o :  

Office o f  Review A c t i v i t i e s  
't*rf 	 Nat iona l  I n s t i t u t e  o f  General Medical Sc iences  

Westwood Bui ld ing ,  Room 949 
Nat iona l  I n s t i t u t e s  o f  Heal th  
Bethesda, Maryland 20892 
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Funding d e c i s i o n s  w i l l  be  based on recommendations o f  t h e  i n i t i a l  review 
groups and t h e  Na t iona l  Advisory General Medical Sc iences  Counci l  r e g a r d i n g
s c i e n t i f i c  merit and program re l evance .  

It is s t r o n g l y  recommended, bu t  no t  r e q u i r e d ,  t h a t  p o t e n t i a l  a p p l i c a n t s  
' bfl 	c o n t a c t  NIGMS s t a f f  t o  d i s c u s s  r e s e a r c h  o b j e c t i v e s .  Each p r o s p e c t i v e

a p p l i c a n t  i s  s t r o n g l y  advised  t o  submit,  by Dec. 1 ,  a l e t t e r  o f  i n t e n t  which 
i n c l u d e s  a d e s c r i p t i v e  t i t l e  o f  t h e  proposed r e s e a r c h  and names o f  key members 
o f  t h e  program. T h i s  l e t t e r  is reques t ed  t o  provide  N I H  s ta f f  wi th  an  
i n d i c a t i o n  o f  t h e  number and scope o f  a p p l i c a t i o n s  t o  be  reviewed.  It does  
n o t  commit t h e  p r o s p e c t i v e  a p p l i c a n t  t o  submit an a p p l i c a t i o n  no r  is  it a 
requirement  f o r  submission o f  an  a p p l i c a t i o n .  For more informat ion ,
a p p l i c a n t s  may c o n t a c t :  

Dr. Mark Guyer o r  D r .  I r e n e  Ecks t rand  

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

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

Westwood Bui ld ing ,  Room 918 

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-7137 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

ATHEROGENESIS AND A G I N G  

P.T. 34; K.W. 0715040, 0710010, 0710030 

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

BACKGROUND 

Epidemiologica l  s t u d i e s  have e s t a b l i s h e d  t h a t  ag ing  is a well-documented r i s k  
f a c t o r  f o r  a t h e r o s c l e r o s i s .  C e r t a i n  o f  t h e  r i s k  f a c t o r s  f e l t  t o  be impor tan t
i n  t h e  development of a t h e r o s c l e r o s i s  such as a d i p o s i t y ,  hype r t ens ion ,  hyper
glycemia,  and hyper l ip idemia  occur  predominant ly  i n  o l d e r  i n d i v i d u a l s .  These 

l d  	a r e a s  are c u r r e n t l y  under i n t e n s i v e  i n v e s t i g a t i o n .  It remains t o  be 
determined whether c e r t a i n  phys io log ica l  p rocesses  a r e  a l t e r e d  du r ing  t h e  
cour se  of ag ing  which p r e c i p i t a t e  c o n d i t i o n s  necessa ry  f o r  p r o g r e s s i o n  of t h e  
d i s e a s e .  Examples o f  age - re l a t ed  changes which might i n f l u e n c e  t h e  
development o r  h e a l i n g  o f  a t h e r o s c l e r o s i s  occur  i n  t h e  areas o f  immune 
f u n c t i o n ,  l i p i d  metabolism, v a s c u l a r  u l t r a s t r u c t u r e  and hormone p roduc t ion .
Recent ly  t h e r e  have become a v a i l a b l e  animal r e s o u r c e s  t h a t  might be  u t i l i z e d  
t o  s tudy  and document t h e  p h y s i c a l  and biochemical  changes due t o  age,  some of 
which are  a p p r o p r i a t e  f o r  i nduc t ion  o f  a t h e r o s c l e r o s i s .  These inc lude  models 
such as ( 1 )  t h e  300 aged nonhuman p r ima tes  ( p r i m a r i l y  M .  m u l a t t a ,  b u t  a l s o  M 
nemes t r ina )  a t  f i v e  r e g i o n a l  pr imate  c e n t e r s  suppor ted  by t h e  Na t iona l  
I n s t i t u t e  on A g i n g :  ( 2 )  the A g i n g  Cell C u l t u r e  R e p o s i t o r y  (human skin,
muscle, e n d o t h e l i a l  c e l l s  from aging  normal, d i seased -p roge r i c ,
fami l ia l -Alzhe imer  s u b j e c t s ,  and c u l t u r e d  ce l l s  of  animal  o r i g i n ) ;  (3) hamster  
c o l o n i e s ;  (4) h y b r i d  mouse and r a t  c o l o n i e s .  

RESEARCH GOALS AND SCOPE 

U s e  o f  b i o l o g i c a l  systems,  animal ,  human, o r  i n  v i t r o  are urged where 
a g e - r e l a t e d  changes and t h e i r  r e l a t i o n s h i p  t o  a t h e r o s c l e r o s i s  can be s t u d i e d .  
Examples o f  r e s e a r c h  t o p i c s  inc lude :  

Immune response  c a p a c i t y  and t h e  c o n t r i b u t i o n  o f  immune complexes t o  t h e  
i n j u r y  o f  t h e  endothelium of  t h e  a r t e r i a l  w a l l .  

Role o f  nonenzymatic g l y c o s y l a t i o n  o f  p r o t e i n s  such as c o l l a g e n  i n  e x p l a i n i n g
t h e  s e v e r i t y  o f  a t h e r o s c l e r o s i s  i n  d i a b e t i c s  and i n  ag ing  i n d i v i d u a l s .  

Development of  complicated a t h e r o s c l e r o t i c  p laques  and age r e l a t e d  changes i n  
p l a t e l e t  adhes iveness ,  coagu la t ion ,  th rombosis  and thrombolys is .  

A l t e r e d  a r t e r i a l  w a l l  adap t ive  p rocesses  t o  flow and t r a n s - p o r t  phenomena,
hormone l e v e l s ,  e i cosano id  metabolism, l i p o p r o t e i n  t r a n s p o r t ,  p ro teoglycan
metabolism i n  response  t o  age - re l a t ed  changes i n  humans/animals. 

ww 
I n t r i n s i c  d i f f e r e n c e s  between young and o l d  i n d i v i d u a l s  i n  metabolism of  
l i p i d s  and l i p o p r o t e i n s ,  and progress ion/  r e g r e s s i o n  o f  a t h e r o s c l e r o s i s .  
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Vascular  r e p a i r  ( h e a l i n g )  o f  a t h e r o s c l e r o t i c  plaque.  

The r e s e a r c h  a r e a s  l i s t e d  above a r e  only i l l u s t r a t i v e  and are n o t  in tended  t o  
l i m i t  t h e  c r e a t i v i t y  of  a p p l i c a n t s  i n  des igning  experiments  which w i l l  1 )
determine whether t h e  response t o  a the rogen ic  s t i m u l i  o r  t r ea tmen t  i s  a f f e c t e d  

ww 	 by age,  2 )  t o  i d e n t i f y  age - re l a t ed  changes i n  metabol ic  o r  s t r u c t u r a l  
p rocesses  which might affect  t h e  development o f  r e g r e s s i o n  o f  a t h e r o s c l e r o s i s .  

MECHANISM OF SUPPORT 


Appl i ca t ions  may be submit ted f o r  t h e  convent iona l  N I H  g r a n t  suppor t 

mechanisms, i nc lud ing  t h e  i n d i v i d u a l  r e sea rch  p r o j e c t  g r a n t ,  C l i n i c a l  

I n v e s t i g a t o r ,  F i r s t  Independent Research Support  and T r a n s i t i o n  (FIRST),

Research Career Development, and Phys ic ian  S c i e n t i s t  Awards. C l i n i c a l  T r i a l s  

mechanism are excluded.  


APPLICATION AND SUBMISSION REVIEW 


The d e a d l i n e  d a t e s  f o r  new a p p l i c a t i o n s  a r e  February 1,  June 1 ,  and October 1 .  

The d e a d l i n e s  f o r  competing renewals o f  Research P r o j e c t  (Rol l  g r a n t s  are 

March 1, J u l y  1 ,  and November 1 .  A l l  a p p l i c a t i o n s  w i l l  be  ass igned  by t h e  DRG 

f o r  review accord ing  t o  t h e  N I H  process  for 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 .  Secondary review w i l l  be by t h e  Nat iona l  Heart, Lung, and Blood 

Advisory Council  o r  t h e  Nat iona l  I n s t i t u t e  on Aging Advisory Counci l .  

Appl i can t s  recommended f o r  approval  w i l l  compete f o r  a v a i l a b l e  funds wi th  a l l  

o t h e r  approved a p p l i c a t i o n s  ass igned  t o  t h e  NHLBI o r  N I A .  However, s i n c e  t h e  

I n s t i t u t e s  have i d e n t i f i e d  t h i s  r e sea rch  area t o  be o f  p a r t i c u l a r  program

i n t e r e s t ,  a p p l i c a t i o n s  respons ive  t o  t h i s  announcement w i l l  be  brought t o  t h e  

s p e c i a l  a t t e n t i o n  o f  t h e  Counci l s .  I n  o rde r  t o  i d e n t i f y  t h e  a p p l i c a t i o n  as a 

response  t o  t h i s  program announcement, i nc lude  on t h e  a p p l i c a t i o n  face page: 

P.A. "ATHEROGENESIS AND A G I N G "  as w e l l  as t h e  exac t  t i t l e  of  your p r o j e c t .  


The o r i g i n a l  and f o u r  cop ie s  o f  t h e  a p p l i c a t i o n  should be mailed t o :  

Div i s ion  o f  Research Grants  

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

Westwood Bui ld ing ,  Room 240 

Bethesda, Maryland 20892XX 


*lu# An a d d i t i o n a l  copy o f  t h e  a p p l i c a t i o n  should be mailed t o :  

Edwin C.  Gangloff ,  Ph.D. AND Lot B .  Page, M . D .  
Nat iona l  Hear t ,  Lung, Nat iona l  I n s t i t u t e  
and Blood I n s t i t u t e  on Aging
Bethesda, Maryland 20892 Bethesda, Maryland
Telephone: (301) 496-1978 	 20892 

Telephone: (301)
496-1 033 

Requests  f o r  a d d i t i o n a l  in format ion  o r  ques t ions  r ega rd ing  t h i s  program may be 

d i r e c t e d  t o  e i t h e r  o f  t h e  above. 


ZThe programs o f  t h e  Div is ion  o f  Heart and Vascular  Diseases ,  Nat iona l  Hear t , 

Lung, and Blood I n s t i t u t e  and Nat iona l  I n s t i t u t e  on Aging, a r e  i d e n t i f i e d  i n  

t h e  c a t a l o g  of  Fede ra l  Domestic Ass i s t ance ,  number 13.837 and 1 3 . 8 6 6 .  Awards 

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  S e r v i c e  A c t ,  S e c t i o n  301 

( 4 2  USC 2 4 1 )  and adminis te red  under PHS g r a n t  p o l i c i e s  and Federa l  

r e g u l a t i o n s ,  most s p e c i f i c a l l y  42 CFR P a r t  52 and 45 CFR P a r t  7 4 .  T h i s  

program is no t  s u b j e c t  t o  t h e  intergovernmental  review requi rements  of 

Execut ive Order 12372, o r  t o  review by a Heal th  Systems Agency. 


XZTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS I S  THE CENTRAL MAILING ADDRESS FOR THE NATIONAL INSTITUTES OF 

HEALTH. APPLICANTS WHO USE EXPRESS MAIL OR A COURIER SERVICE ARE ADVISED TO 

FOLLOW THE CARRIER'S REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS 

FOR THE WESTWOOD BUILDING IS:  


5333 Westbard Avenue 

Bethesda, Maryland 20816 


c, 
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