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SEERISURVEILLANCE QUALITY CONTROL UNIT 

RFP AVAILABLE: NCI-CN-95124-41 

ri' P.T. 34; K.W. 0715035, 0755018 

Nat ional  Cancer I n s t i t u t e  


The Nat ional  Cancer I n s t i t u t e  w i l l  i s s u e  RFP No. NCI-CN-95124-41 upon reques t  

t o  t h e  address  shown below on or about June 5, 1989, and proposa ls  w i l l  be due 

approximately J u l y  20, 1989. 


The Nat iona l  Cancer I n s t i t u t e ,  Div is ion  of  Cancer Prevent ion and Control , 

Surve i l l ance  Program, is  i n t e r e s t e d  i n  s o l i c i t i n g  proposa ls  from o rgan iza t ions 

f o r  maintaining a q u a l i t y  c o n t r o l  u n i t  (QCU) f o r  t h e  s u r v e i l l a n c e  program.

The purpose o f  t h e  QCU is  t o  assess and in su re  t h e  completeness, accuracy and 

t i m e l i n e s s  o f  d a t a  t h a t  are a v a i l a b l e  t o  t h e  N C I  and are used t o  measure t h e  

progress  o f  cancer  c o n t r o l .  A secondary purpose of  t h e  QCU is t o  reduce t h e  

v a r i a b i l i t y  i n  procedures  and i n t e r p r e t a t i o n s  o f  d a t a  c o l l e c t i o n  and 

a b s t r a c t i o n  convent ions by ind iv idua l s  r e spons ib l e  f o r  c o l l e c t i n g  and managing 

cancer  s u r v e i l l a n c e  information through educat ion and communications. A t h i r d  

purpose o f  t h e  QCU is t o  provide a research  and eva lua t ion  component focused 

on assessment of  t h e  q u a l i t y  of  s u r v e i l l a n c e  d a t a  and t h e  e f f i c i e n c y  o f  

e x i s t i n g  s u r v e i l l a n c e  systems t o  a s su re  t h a t  t hey  cont inue  t o  se rve  t h e  N C I  

program needs.  Thus, t h e  QCU makes a s i g n i f i c a n t  con t r ibu t ion  t o  t h e  Nat ional  

Cancer Program. 


This  RFP is f o r  recompet i t ion  of an ongoing c o n t r a c t  wi th  t\he 

Univers i ty  o f  C a l i f o r n i a  a t  San Francisco.  The Nat ional  Cancer I n s t i t u t e  

expec ts  t o  make one award. 


Copies o f  t h e  RFP may be obta ined  by sending a w r i t t e n  reques t  t o :  


Mrs. Susan K. Hoffman, Contract  S p e c i a l i s t 

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

National  Cancer I n s t i t u t e  

Research Cont rac ts  Branch, PCCS 

Executive P laza  South, Room 635 

9000 Rockvi l le  Pike 

Bethesda, Maryland 20892 

Telephone: (301)  496-8603 


LARGE-SCALE AUTOMATED DNA SEQUENCING OF NEUROTRANSMITTER RECEPTOR GENES 


RFP AVAILABLE: NIH-NINDS-89-10 


P.T. 34; K.W. 0760050, 0760075, 0755045 


National  I n s t i t u t e  of Neurological  Disorders  and St roke  


The Nat ional  I n s t i t u t e  of  Neurological Disorders  and St roke  has  a new 

requirement which involves  r e sea rch  t o  improve'and provide l a rge - sca l e  DNA 

t empla te  product ion app l i cab le  t o  l a rge - sca l e  automated DNA sequence a n a l y s i s .  


The Cont rac tor  s h a l l  be  r equ i r ed  t o  work from e s t a b l i s h e d  p ro toco l s  t o  1 ) 

provide s ingle-s t randed  DNA templa tes  t o  t h e  Government and 2 )  improve upon

t h e  methods used t o  produce t h e s e  templa tes .  I n  most .cases  t h i s  s h a l l  inc lude  

r e s t r i c t i o n  endonuclease d i g e s t  a n a l y s i s  o f  DNA fragments from lambda or 

cosmid c lones  and t h e  use of  t h e  r e s u l t i n g  information t o  subclone fragments 

o f  t h e  cloned i n s e r t  DNA i n t o  phagemid or plasmid v e c t o r s .  The next  s t e p 

s h a l l  be t h e  product ion o f  ordered,  u n i d i r e c t i o n a l  d e l e t i o n s  o f  DNA fragments 

from phagemids con ta in ing  cloned DNA us ing  exonuclease 111 and t h e  a n a l y s i s  of 

t h e s e  de l e t ed  subclones.  The f i n a l  s t e p  s h a l l  be t h e  product ion o f  

s ingle-s t randed  DNA templa tes  from phagemids or plasmids f o r  use i n  automated 

DNA sequencing. The Contractor  may be r equ i r ed  t o  c a r r y  out  a l t e r n a t e  

procedures  which s h a l l  be e i t h e r  s u b s e t s  o f  t h e  above procedures  or c l o s e l y 

r e l a t e d  procedures .  


The Contractor  s h a l l  be r equ i r ed  t o  develop new procedures  t o  accomplish t h e  

goa l s  achieved by ca r ry ing  out  t h e  procedures above or develop v a r i a t i o n s  o f  

t h e  above procedures  t h a t  a l low more r ap id  sample prepara t ion ,  g r e a t e r  number 


I'	of  samples t o  be processed s imultaneously,  and less v a r i a t i o n  i n  experimental
r e s u l t s .  A n  example o f  an improvement t h a t  t h e  Contractor  may p e r f e c t  is  t h e  
use  of polymerase cha in  r e a c t i o n  t o  prepare  s ing le-s t randed  templa te  DNA. To 
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accomplish t h e s e  goa l s ,  o f f e r o r s  s h a l l  have e x p e r t i s e  and experience i n  t h e  
areas o f  microbiology, molecular biology and n u c l e i c  a c i d s  biochemistry.  

It is a n t i c i p a t e d  t h a t  one c o n t r a c t  award w i l l  be made under t h i s  RFPJ f o r  a 
three-year  pe r iod .  

RFP No. NIH-NINDS-89-10 w i l l  be i s sued  on o r  about June 1, 1989, with a 
t e n t a t i v e  d a t e  f o r  r e c e i p t  o f  proposals  set a t  August 1, 1989. 

To r e c e i v e  a copy of t h e  RFP, p l e a s e  submit a w r i t t e n  r eques t  and two 
self-addressed mail ing l a b e l s  t o  t h e  fol lowing address .  

A l l  r e s p o n s i b l e  sou rces  may submit 

Government. 


Cont rac t ing  Officer 

Cont rac t s  Management Branch, DEA 

National  I n s t i t u t e  o f  Neurological 

Disorders  and Stroke,  N I H  

Federal  Building, Room 901 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 


Attn:  RFP-NINDS-89-10 


DIABETES CENTERS 


RFA AVAILABLE: 89-DK-09 


a proposal  which s h a l l  be considered by t h e  

P.T. 0 4 ;  K.W. 0715075, 0785050, 0710030 

Nat ional  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases 

App l i ca t ion  Receipt Date: November 20, 1989 

The Nat ional  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases ( N I D D K )
i n v i t e s  a p p l i c a t i o n s  f o r  a Center g ran t  t o  be awarded i n  F i s c a l  Year 1991. 
NIDDK a n t i c i  ates t h e  competi t ive award o f  one Diabetes  Endocrinology Research 
Center (DERC! i n  F i s c a l  Year 1991. 

BACKGROUND 

The NIDDK-supported DERCs are part  o f  an i n t e g r a t e d  program o f  
d i a b e t e s - r e l a t e d  r e sea rch  support  provided by N I D D K .  These c e n t e r s  have 
provided a focus  f o r  i n c r e a s i n g  c o l l a b o r a t i o n  and c o s t  e f f e c t i v e n e s s  among 
groups o f  s u c c e s s f u l  i n v e s t i g a t o r s  a t  i n s t i t u t i o n s  with e s t a b l i s h e d  
comprehensive d i a b e t e s  r e sea rch  bases .  

OBJECTIVES AND SCOPE 

The o b j e c t i v e s  o f  t he  DERCs are t o  b r i n g  t o g e t h e r  i n v e s t i g a t o r s  from r e l e v a n t  
d i s c i p l i n e s  i n  a manner which w i l l  enhance and extend t h e  e f f e c t i v e n e s s  o f  
r e sea rch  r e l a t e d  t o  d i a b e t e s  and its complicat ions.  A d i a b e t e s  c e n t e r  must be 
an i d e n t i f i a b l e  u n i t  w i th in  a s i n g l e  u n i v e r s i t y  medical c e n t e r  o r  a consortium 
o f  cooperat ing i n s t i t u t i o n s ,  i nc lud ing  an a f f i l i a t e d  u n i v e r s i t y .  The o v e r a l l  
goa l  o f  t h e  DERC is t o  b r i n g  t o g e t h e r  on a coopera t ive  b a s i s ,  c l i n i c a l  and 
b a s i c  science i n v e s t i g a t o r s  i n  a manner which w i l l  e n r i c h  t h e  e f f e c t i v e n e s s  of 
d i a b e t e s  r e sea rch .  An e x i s t i n g  program o f  exce l l ence  i n  biomedical r e sea rch  
i n  t h e  area o f  d i a b e t e s  and r e l a t e d  metabolic and endocrine d i s o r d e r s  is  
r equ i r ed .  Th i s  r e sea rch  should be i n  t h e  form o f  NIH-funded r e sea rch  
p r o j e c t s ?  program p r o j e c t s ,  o r  o t h e r  peer-reviewed r e sea rch  t h a t  is  i n  
e x i s t e n c e  a t  t h e  time o f  submission o f  a c e n t e r  a p p l i c a t i o n .  Close 
cooperat ion,  communication, and c o l l a b o r a t i o n  among a l l  involved personnel o f  
a l l  p r o f e s s i o n a l  d i s c i p l i n e s  are u l t i m a t e  o b j e c t i v e s .  Applicants  should 
c o n s u l t  with N I D D K  staff concerning p l a n s  f o r  t h e  development o f  t h e  c e n t e r .  

The DERCs are based on t h e  co re  concept.  Cores are de f ined  as shared 
r e sources  t h a t  enhance p r o d u c t i v i t y  o r  i n  o t h e r  ways b e n e f i t  a group o f  
i n v e s t i g a t o r s  working i n  d i a b e t e s  o r  d i a b e t e s - r e l a t e d  areas t o  accomplish t h e  
s t a t e d  g o a l s  of t h e  center. Two o t h e r  t y p e s  of a c t i v i t i e s  may a l s o  be 
supported with c e n t e r  funding - a p i l o t  and f e a s i b i l i t y  program and an 
enrichment program. The p i l o t  and f e a s i b i l i t y  program provides  modest support
�or new i n i t i a t i v e s  o r  f e a s i b i l i t y  r e sea rch  s t u d i e s .  This  program is d i r e c t e d  
a t  new or e s t a b l i s h e d  i n v e s t i g a t o r s  i n  o t h e r  r e sea rch  d i s c i p l i n e s  where t h e i r  
e x p e r t i s e  may be a p p l i e d  t o  d i a b e t e s  r e sea rch .  The c e n t e r  g r a n t  may a l s o  
inc lude  l i m i t e d  funds f o r  program enrichment such as seminars,  v i s i t i n g
s c i e n t i s t s ,  c o n s u l t a n t s ,  WOrkShOpSr etc. 
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MECHANISM OF SUPPORT 

NIDDK expec ts  t o  award one DERC Grant i n  F i s c a l  Year 1991 on a competi t ive
b a s i s .  The r e c e i p t  of  one competi t ive con t inua t ion  a p p l i c a t i o n  is 
a n t i c i p a t e d ,  which w i l l  compete �or t h e  award along with o t h e r  a p p l i c a t i o n s
rece ived  i n  response t o  t h i s  announcement. Foreign i n s t i t u t i o n s  are not  
e l i g i b l e  t o  apply.  The a n t i c i p a t e d  award w i l l  be f o r  f i v e  yea r s  and is 

I 	cont ingent  upon t h e  a v a i l a b i l i t y  of  appropr ia ted  funds.  The RFA (genera l
d e s c r i p t i o n  and Guidel ines  f o r  t h e  DERC) and c o n s u l t a t i o n  may be obtained 
from : 

D r .  Sanford A.  Gar f i e ld  

Diabetes  Centers  Program Di rec to r  

Divis ion  o f  Diabetes ,  Endocrinology, and Metabolic Diseases 

Westwood Building,  Room 626 

National  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases 

Bethesda, Maryland 20892 

Telephone : (301 1 496-741 8 


REVIEW PROCEDURES 

Appl ica t ions  f o r  a DERC g ran t  w i l l  be eva lua ted  i n  n a t i o n a l  compet i t ion by t h e  
N I H  g ran t  peer  review process .  Appl ica t ions  w i l l  be reviewed i n i t i a l l y  by a 
s p e c i a l  review committee convened by t h e  N I D D K  and subsequent ly  by t h e  
Nat ional  Diabetes  and Diges t ive  and Kidney Diseases Advisory Council .  

METHOD OF APPLYING 

P o t e n t i a l  a p p l i c a n t s  are urged t o  submit a l e t t e r  of  i n t e n t  regard ing  t h e i r  
a p p l i c a t i o n .  The l e t t e r  o f  i n t e n t  i s  nonbinding and is not  a precondi t ion  f o r  
an award. The l e t t e r  o f  i n t e n t  should inc lude  t h e  narnets) o f  t h e  p r i n c i p a l
i n v e s t i g a t o r  and p r i n c i p a l  c o l l a b o r a t o r s ,  d e s c r i p t i v e  t i t l e s  o f  t h e  core  
f a c i l i t i e s  and p i l o t / f e a s i b i l i t y  p r o j e c t s ,  and t h e  o r g a n i z a t i o n ( s )  involved. 

Appl ica t ions  must be submit ted us ing  PHS Form 398 (Rev. 1 0 / 8 8 ) .  The RFA 
l a b e l  contained i n  t h e  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 of  t h e  o r i g i n a l  copy of  t h e  a p p l i c a t i o n .  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  delayed process ing  and review o f  your a p p l i c a t i o n .  

Mail t h e  completed a p p l i c a t i o n  ( o r i g i n a l  and fou r  cop ie s )  t o :  

e’ 	Appl ica t ion  Receipt  Office 
Div is ion  of Research Grants  
Westwood Building,  Room 240 
National  I n s t i t u t e s  of  Heal th  
Bethesda, Maryland 20892XX 

Simultaneously submit two copies  t o  D r .  Sanford A.  Gar f i e ld  a t  t h e  address  
noted above. 

The s p e c i a l  s i n g l e  r e c e i p t  d a t e  f o r  submissions i n  response t o  t h i s  
announcement is November 2 0 ,  1989, w i t h  ear l ies t  funding December 1 ,  1991. 

NINORITY-BASED COMMUNITY CLINICAL ONCOLOGY PROGRAM 

RFA AVAILABLE: 89-CA-06 

P.T. 34 ,  FF; K.W. 0785140, 0785035, 0404004, 0795003 

National  Cancer I n s t i t u t e  

Letter of  I n t e n t  Receipt  Date: J u l y  1 4 ,  1989 
Appl ica t ion  Receipt  Date: October 13 ,  1989 

The Divis ion  o f  Cancer Prevent ion and Control  (DCPC), Nat ional  Cancer 
I n s t i t u t e  ( N C I ) ,  is  i n t e r e s t e d  i n  e s t a b l i s h i n g  a cancer  c o n t r o l  e f f o r t ,  which 
is designed t o  l i n k  phys ic ians  involved i n  t h e  care o f  minor i ty  cancer  
p a t i e n t s  t o  t h e  N C I  c l i n i c a l  t r i a l s  program, and t o  provide minor i ty  cancer  
p a t i e n t s / s u b j e c t s  wi th  s t a t e -o f - the -a r t  t rea tment  and cancer  c o n t r o l  r e sea rch  
o p p o r t u n i t i e s .  DCPC i n v i t e s  a p p l i c a t i o n s  from domestic i n s t i t u t i o n s  wi th  
g r e a t e r  t han  50 percent  of new cancer  p a t i e n t s  from minor i ty  popula t ions  f o r  
coopera t ive  agreements i n  response t o  t h i s  Minority-Based Community C l i n i c a l  
Oncology Program (Minority-Based CCOP)  Request f o r  Appl ica t ions  (RFA). 
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BACKGROUND INFORMATION 

Overa l l ,  s u r v i v a l  r a t e s  from cancer  i n  minor i ty  popula t ions  are less than  i n  
whi tes .  For example, d a t a  from t h e  Surve i l l ance ,  Epidemiology, and End 
Resu l t s  (SEER) Program, N C I ,  show t h a t  t h e  f ive-year  r e l a t i v e  s u r v i v a l  ra te  
(1975-1984) f o r  a l l  cancer  s i tes  i n  b l acks  is  39 .6  percent  compared t o  51.3  
percent  f o r  whi tes .  S i t e - s p e c i f i c  s u r v i v a l  rates of black  p a t i e n t s  with 
b r e a s t ,  r e c t a l ,  corpus u t e r i ,  and bladder  cancers  are lower than  those  f o r  
whi tes  by 12, 12, 30 ,  and 22 percen t s ,  r e s p e c t i v e l y .  I n  a d d i t i o n  t o  poorer
s u r v i v a l  outcomes, cancer  incidence and m o r t a l i t y  rates f o r  s e l e c t e d  cancer  
s i tes  i n  minor i ty  popula t ions  a r e  h igher  compared t o  whi tes .  

One way t o  develop and implement e f f e c t i v e  t rea tment  and cancer  c o n t r o l  
s t r a t e g i e s  i n  minor i ty  popula t ions ,  and thereby  reduce d i s p a r i t i e s  i n  cancer  
incidence,  morbidi ty ,  and s u r v i v a l  rates between whi tes  and minor i ty
popula t ions ,  is t o  provide broader access t o  c l i n i c a l  r e sea rch  and g r e a t e r
involvement o f  minor i ty  popula t ions  i n  t h e  c l i n i c a l  t r i a l s  process .  I n  
genera l ,  t h e r e  is  l i m i t e d  p a r t i c i p a t i o n  i n  c l i n i c a l  t r i a l s  r e sea rch  by b lack ,
Hispanic,  Asian-American, Nat ive-American and o t h e r  minor i ty  cancer  p a t i e n t s  . 
A major f a c t o r  i n f luenc ing  p a r t i c i p a t i o n  i n  c l i n i c a l  research  by minor i ty
p a t i e n t s  is  access t o  t h e  c l i n i c a l  t r i a l s  p rocess .  

The Community C l i n i c a l  Oncology Program (CCOP) , which was f irst  i n i t i a t e d  i n  
1983, has  proven t o  be a success fu l  model f o r  b r ing ing  t h e  b e n e f i t s  of  
c l i n i c a l  r e sea rch  t o  cancer  p a t i e n t s  i n  t h e i r  communities by provid ing  support
f o r  community phys ic ians  t o  e n t e r  p a t i e n t s  on t rea tment  and cancer  c o n t r o l  
r e sea rch  p ro toco l s .  During t h e  f i rs t  phase o f  CCOP, a p a t i e n t  l o g
record-keeping system on a l l  new cancer  p a t i e n t s  seen by a p a r t i c i p a t i n g
phys ic ian ,  and f o r  whom pro toco l s  were a v a i l a b l e ,  showed t h a t  7 percent  o f  
CCOP p a t i e n t s  were m i n o r i t i e s .  This  compares t o  13 percent  minor i ty
r e p r e s e n t a t i o n  i n  SEER and 20 percent  i n  t h e  gene ra l  U.S. popula t ion .  A 
similar e t h n i c  p r o f i l e  o f  minor i ty  p a t i e n t  p a r t i c i p a t i o n  i n  c l i n i c a l  t r i a l s  is 
seen  dur ing  t h e  second phase of  t h e  CCOP. Through t h e  Minority-Based CCOP,
DCPC aims t o  meet a need of minor i ty  cancer  p a t i e n t s  and ind iv idua l s  a t  r i s k  
for cancer  by e s t a b l i s h i n g  a system o f  oncology programs for p a r t i c i p a t i o n  i n  
c l i n i c a l  r e sea rch  t r ia l s  through t h e  N C I  network. 

RESEARCH GOALS AND SCOPE 

The Minority-Based CCOP i n i t i a t i v e  is designed t o :  

Bring t h e  advantages of s t a t e -o f - the -a r t  t rea tment  and cancer  
c o n t r o l  r e sea rch  t o  minor i ty  ind iv idua l s  i n  t h e i r  own communities 
by having p r a c t i c i n g  phys ic ians  and t h e i r  p a t i e n t s / s u b j e c t s
p a r t i c i p a t e  i n  c l i n i c a l  t rea tment  and cancer  c o n t r o l  r e sea rch  
p ro toco l s ;  

provide a b a s i s  f o r  involv ing  a wider segment o f  t h e  community i n  
c l i n i c a l  r e sea rch  by inc reas ing  t h e  involvement of  primary h e a l t h  
care p rov ide r s  and o t h e r  s p e c i a l i s t s  i n  t rea tment  and cancer  
c o n t r o l  r e sea rch ;  

provide an ope ra t iona l  base f o r  extending cancer  c o n t r o l ,  and 
reducing cancer  incidence,  morbidi ty ,  and m o r t a l i t y  i n  minori ty
popula t ions  by a c c e l e r a t i n g  t h e  t r a n s f e r  of newly developed cancer  
prevent ion,  d e t e c t i o n ,  t rea tment ,  and cont inuing  care technology t o  
widespread community app l i ca t ion ;  

f ac i l i t a t e  wider community p a r t i c i p a t i o n  i n  f u t u r e  t rea tment  and 
cancer  c o n t r o l  r e sea rch  approved by N C I ;  and 

examine s e l e c t e d  i s s u e s  i n  Minority-Based CCOP performance and 
eva lua te  its impact i n  t h e  community. 

MECHANISM OF SUPPORT 

Awards w i l l  be made as Cooperative Agreements. The Cooperative Agreement is 
an a s s i s t a n c e  mechanism involv ing  coopera t ion  by N C I  s ta f f  as descr ibed  i n  t h e  
RFA. Depending on ind iv idua l  c o s t s  and a v a i l a b l e  funds,  N C I  a n t i c i p a t e s
making up t o  e i g h t  ( 8 )  awards under t h i s  RFA with t o t a l  funding no t  expected 
t o  exceed $ 1 . 2  m i l l i o n  pe r  yea r .  Awards w i l l  be f o r  t h r e e  (3) yea r s  as 
descr ibed  i n  t h e  RFA. 
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STAFF CONTACT 


Addi t iona l  information and cop ie s  of  t h e  RFA may be  obta ined  from: 


Carrie P. Hunter, M . D .  

Program Direc tor ,  CCOP, CORB, DCPC, N C I  

Executive P laza  North, Room 300-6 

Bethesda, Maryland 20892 

Telephone: (301) 496-8541 


y y
IMMUNODEFICIENCY SYNDROME 

RFA AVAILABLE: 89-AI-16 

P.T. 34; K.W. 0715008, 0740075, 1002045, 0760080, 1002008, 0710030 
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 

Letter o f  I n t e n t  Receipt  Date: June 19, 1989 
Appl ica t ion  Receipt  Dater Augus t  10, 1989 

The Nat ional  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 )  announces 
t h e  a v a i l a b i l i t y  o f  an RFA f o r  t h e  funding of  Nat ional  Cooperative Vaccine 
Development Groups f o r  t h e  Acquired Immunodeficiency Syndrome (NCVDG). The 
RFA ( a v a i l a b l e  on r e q u e s t )  i n v i t e s  a p p l i c a t i o n s  aimed a t  t h e  development of  
e f f e c t i v e  vacc ines  f o r  t h e  prevent ion  o f  AIDS. S c i e n t i f i c  approaches t o  t h e  
development o f  e f f e c t i v e  AIDS vacc ines  appropr i a t e  t o  t h e  RFA may range from 
resea rch  on whole v i r u s  vacc ines ,  through t h e  product ion o f  p repa ra t ions  wi th  
recombinant DNA techniques  and s y n t h e t i c  approaches, t o  t h e  use  of v i r a l  
v e c t o r s  t o  d e l i v e r  a n t i g e n i c  materials. Appl ica t ions  d i r e c t e d  towards vaccine 
development for AIDS-associated oppor tun i s t i c  i n f e c t i o n s  are no t  i n v i t e d .  
Otherwise, s c i e n t i f i c  approaches t o  t h e  development o f  e f f e c t i v e  vacc ines  
appropr i a t e  t o  t h e  RFA are broad and l i m i t e d  only by t h e  c r e a t i v i t y  and 
a b i l i t y  o f  t h e  applying group t o  e x p l o i t  l e a d s  from b a s i c  s t u d i e s  i n  v i ro logy ,
molecular biology,  and immunology. 

Each NCVDG w i l l  be assembled by t h e  P r i n c i p a l  I n v e s t i g a t o r  t o  form a 
m u l t i d i s c i p l i n a r y  consortium rep resen t ing  t h e  va r ious  s k i l l s  needed t o  
success fu l ly  design and eva lua te  vaccine e n t i t i e s  and s t r a t e g i e s  f o r  t h e  
prevent ion o f  AIDS. Inasmuch as it i s  u n l i k e l y  t h a t  a l l  o f  t h e  outs tanding
t a l e n t s  r equ i r ed  t o  e x p l o i t  fundamental l e a d s  from va r ious  s c i e n t i f i c  
d i s c i p l i n e s  w i l l  be  found i n  a s i n g l e  i n s t i t u t i o n ,  each Group is envis ioned as 
being m u l t i - i n s t i t u t i o n a l  as w e l l .  Thus each NCVDG w i l l  be assembled by t h e  
P r i n c i p a l  I n v e s t i g a t o r  and may c o n s i s t  o f  a number o f  Laboratory P r o j e c t s
r ep resen t ing  t h e  s c i e n t i f i c  d i s c i p l i n e s  requi red  t o  a t t a i n  t h e  Group's goa l
and o b j e c t i v e s .  The va r ious  Laboratory P ro jec t s ,  inc luding  t h a t  o f  t h e  
P r i n c i p a l  I n v e s t i g a t o r ,  may be mobilized from academic or r e sea rch  
i n s t i t u t i o n s ,  and indus t ry .  It is expected t h a t  t h e  r a t i o n a l e  f o r  des ign  of  
p o t e n t i a l  vaccines ,  t h e  s y n t h e s i s  or product ion of  s p e c i f i c  candida tes ,  and 
t h e  models f o r  eva lua t ion  w i l l  o r i g i n a t e  wi th in  the Group and be based on 
l e a d s  from t h e i r  own and o the r s '  fundamental r e sea rch .  

Awards w i l l  be made as Cooperative Agreements, Ass is tance  v i a  a Cooperative
Agreement d i f f e r s  from t h e  r e sea rch  g ran t  i n  t h a t  t h e  Government component ( i n
t h i s  ins tance ,  t h e  N I A I D )  awarding t h e  Cooperative Agreement a n t i c i p a t e s
s u b s t a n t i a l  involvement dur ing  performance. The n a t u r e  of  N I A I D  s t a f f  
p a r t i c i p a t i o n  is  descr ibed  i n  t h e  RFA. However, t h e  applying Group must 
de f ine  i ts  o b j e c t i v e s  i n  accord wi th  i t s  own i n t e r e s t s  and pe rcep t ions  of 
approaches t o  vacc ines  f o r  AIDS prevent ion .  

It is  a n t i c i p a t e d  t h a t  5 t o  7 awards will be made, each averaging $500,000 t o  
$750,000 i n  d i r e c t  c o s t s .  

The proposed a p p l i c a n t  i n s t i t u t i o n  w i l l  be r e spons ib l e  f o r  t h e  Group's
a p p l i c a t i o n .  Awards w i l l  be made t o  t h e  app l i can t  i n s t i t u t i o n  on behal f  of  
t h e  group as a whole and no t  t o  ind iv idua l  Laboratory P r o j e c t s  wi th in  t h e  
Group. The app l i can t  i n s t i t u t i o n  w i l l  provide a Cent ra l  Operat ions Office for 
t h e  Group. The app l i can t  i n s t i t u t i o n  w i l l  be r e spons ib l e  f o r  t h e  performance
of  t h e  e n t i r e  Group and w i l l  be accountable  f o r  t h e  funds awarded. The 
p a r t i c i p a t i o n  o f  t h e  Government through t h e  N I A I D  extramural  s t a f f  is aimed a t  
f a c i l i t a t i n g  a concer ted  e f f o r t  by t h e  Group. The i n t e r a c t i o n  of  academic and 
non-profi t  r e sea rch  i n s t i t u t i o n s  with commercial o rgan iza t ions  and Government 
is expected t o  favor  e f f i c i e n t  development o f  AIDS vacc ines  and w i l l  
f a c i l i t a t e  t h e i r  subsequent refinement and eva lua t ion  i n  c l i n i c a l  t r ia ls .  
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The RFA is  a v a i l a b l e  from: 


D r .  Dale R. Spr iggs 

N I A I D ,  AIDS Program

Vaccine Research and Development Branch 

6003 Executive Blvd., Room 234P 

Rockvil le ,  Maryland 20892 

Telephone: (301) 496-8200 


MURINE IMMUNODEFICIENCY LENTIVIRUS MODEL FOR AIDS 


RFA AVAILABLE: 89-AI-17 


P.T. 34; K.W. 0715008, 0755020, 1002045, 0765033 


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 


Letter of I n t e n t  Receipt  Datet J u l y  14, 1989 

Appl ica t ion  Receipt  Date: August 25, 1989 


The Nat ional  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 )  announces 

t h e  a v a i l a b i l i t y  o f  an RFA f o r  t h e  development of a murine immunodeficiency

l e n t i v i r u s  model f o r  t h e  acquired immunodeficiency syndrome (AIDS). The RFA 

( a v a i l a b l e  on r e q u e s t )  i n v i t e s  a p p l i c a t i o n s  t o  develop a murine 

immunodeficiency l e n t i v i r u s  model f o r  AIDS which would expedi te  s t u d i e s  o f  

pathogenesis ,  and e v a l u a t i o n  o f  p o t e n t i a l  t h e r a p i e s  and vacc ines .  Appl icants  

are encouraged t o  propose novel s t r a t e g i e s  f o r  ob ta in ing  such a model with a 

r a t i o n a l  approach for t h e  i d e n t i f i c a t i o n ,  i s o l a t i o n ,  and molecular and 

b i o l o g i c a l  c h a r a c t e r i z a t i o n  of n a t u r a l l y  occurr ing  murine l e n t i v i r u s e s .  It 

w i l l  be important t o  address  mul t ip l e  a l t e r n a t i v e s  s i n c e  t h e r e  w i l l  be no way 

t o  guarantee success o f  a s i n g l e  sea rch  s t r a t e g y .  S c i e n t i f i c  and t e c h n i c a l  

merit o f  t h e  zoology/ecology c o l l a b o r a t o r s  o r  c o n t r a c t o r s  w i l l  be c r i t i c a l  i n  

t h e  eva lua t ion  o f  t h e  a p p l i c a t i o n s .  


Mouse s t r a i n s  and v i r u s e s  developed i n  t h i s  r e sea rch  must be made a v a i l a b l e  t o  

t h e  AIDS Research and Reference Reagent Program f o r  world-wide d i s t r i b u t i o n  t o  

q u a l i f i e d  r e s e a r c h e r s .  


Awards w i l l  be  made as ind iv idua l  r e sea rch  (Rol l  g r a n t s .  


I n v e s t i g a t o r s  from any i n s t i t u t i o n ,  f o r e i g n  or domestic,  are e l i g i b l e  t o  apply 

for t h i s  funding.  


This  RFA is a v a i l a b l e  fromr 


D r .  Linda M .  Muul 

Pathogenesis  Branch 

N I A I D ,  AIDS Program

6003 Executive Blvd., Room 214N 

Rockvil le ,  Maryland 20892 

Telephone: (301) 496-8378 


PNGOING PROGRAM ANNOUNCEMENTS 

P O L E C U M  MECHANISMS OF CELL DEATH D U R I N G  A G I N G  

P.T. 34; K.W. 0710010, 1002004, 0765010, 0765033, 0790005, 0705055 

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

INTRODUCTION 

C e l l  dea th  i n  m u l t i c e l l u l a r  organisms t a k e s  place i n  a v a r i e t y  o f  
c i rcumstances.  For example, t h e  dea th  o f  c e r t a i n  cel ls  may occur as p a r t  of a 
developmental program; i n  connection with organ invo lu t ion  or r eg res s ion  as i n  
t h e  a d u l t  thymus; dur ing  c e l l  renewal processes  where spec ia l i zed ,
d i f f e r e n t i a t e d ,  non-dividing effete  ce l l s  such as granulocytes  and 
e ry th rocy te s  are rep laced  by newly-formed cel ls ;  as a consequence o f  t o x i c  or 
harmful environmental  condi t ions ;  when p o t e n t i a l l y  harmful ce l l s  such as 
n e o p l a s t i c  or v i rus - in fec t ed  c e l l s  are t a r g e t e d  f o r  d e s t r u c t i o n  by
s u r v e i l l a n c e  systems; or because o f  senescence o f  t h e  ce l l s  themselves or t h e  
hos t  organism. I n  an e n t i t y  a s  complex as t h e  c e l l  t h e r e  are processes  such 
as n u c l e i c  a c i d  and p r o t e i n  syn thes i s ,  t r a n s p o r t  o f  ions ,  n u t r i e n t s  and o t h e r  
me tabo l i t e s  a c r o s s  membranes, and s t r u c t u r e s  such as membranes and 
cy toske le ton  whose func t ion  and i n t e g r i t y  must be f a i t h f u l l y  maintained 
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because they  are e s s e n t i a l  f o r  ce l l  v i a b i l i t y .  Defense mechanisms such as DNA 
r e p a i r  and hea t  shock p r o t e i n s  have evolved which allow t h e  c e l l  t o  r e p a i r ,  or 
prevent  i n j u r y  t o  v i t a l  molecules when faced with s t r e s s f u l  or p o t e n t i a l l y
harmful environmental  cond i t ions .  

I n  some cases ,  t h e  molecular events  t h a t  l e a d  t o  c e l l  dea th  are reasonably
w e l l  known. For example, i n  complement-mediated l y s i s  t h e  membrane a t t a c k  -"	complex causes  t h e  formation o f  channels  i n  t h e  t a r g e t  c e l l ' s  membrane, which 
t h e r e f o r e  becomes leaky  and no longer  func t ions  as a permeabi l i ty  b a r r i e r .  I n  
o t h e r  cases, however, t h e  c r i t i c a l  even t ( s1  i n  c e l l  dea th  is  not  known; nor  is  
it known which molecular l e s i o n s  are i r r e v e r s i b l e  and which can be r epa i r ed  or 
prevented by t h e  c e l l ' s  p r o t e c t i v e  mechanisms. Ques t ions  such as why and how 
senescent  ce l l s  d i e  are r e l evan t  t o  understanding t h e  aging process  i n  complex
organisms. Furthermore, t h e  r o l e  o f  c e l l  dea th  i n  age- re la ted  d i s e a s e s  and 
degenera t ive  cond i t ions  is  unknown. This  ques t ion  is  p a r t i c u l a r l y  important
i n  neu ra l  t i s s u e ,  where c e l l  regenera t ion  is  e i t h e r  non-exis tent  or a t  b e s t  
q u i t e  l i m i t e d .  

SPECIFIC OBJECTIVES 

The Nat ional  I n s t i t u t e  on Aging ( N I A )  wishes t o  encourage a p p l i c a t i o n s  f o r  
r e sea rch  p r o j e c t s  i n v e s t i g a t i n g  t h e  molecular events  t h a t  may l e a d  t o ,  or 
accompany, c e l l  dea th  dur ing  aging.  While t h e  s tudy  of  cel l  dea th  i n  any
circumstance may be appropr i a t e  under t h i s  program, i t s  re levance  t o  t h e  aging 
process  must be e x p l i c i t .  The fol lowing ques t ions  i l l u s t r a t e  t h e  type  o f  
r e sea rch  t h a t  t h i s  program announcement in t ends  t o  f o s t e r .  

BASIC MECHANISMS OF CELL DEATH 

o 	 What i n t r a c e l l u l a r  cond i t ions  pred ispose  t h e  ce l l s  t o  i r r e v e r s i b l e  
damage, e .g . ,  e l e v a t i o n  o f  calcium ion  concent ra t ion ,  ox id i z ing  
agents ,  e tc .?  By what mechanisms? 

o 	 What are t h e  c r i t i c a l  sites or molecules which, when damaged,
r e s u l t  i n  ce l l  dea th  i f  no t  r epa i r ed?  

o 	 Which p o t e n t i a l l y  l e t h a l  l e s i o n s  can be r e p a i r e d  by t h e  ce l l ,  and 
which l e s i o n s  are i r r e v e r s i b l e ?  

o What are t h e  c e l l u l a r  mechanisms t h a t  prevent  o r  r eve r se  
p o t e n t i a l l y  l e t h a l  l e s i o n s ,  and how do they  work? A r e  t h e s e  

ipL* defense mechanisms impaired i n  senescence? 

o 	 Do senescent  cel ls  d i e  because they  are programmed t o  d i e ,  do they
d i e  because o f  damage r e s u l t i n g  from t h e  accumulation o f  damage
i n f l i c t e d  by a h o s t i l e  environment, or both? 

o 	 What t i s s u e s  are most s e n s i t i v e  t o  loss of  func t ion  due t o  c e l l  
dea th?  

o 	 Although cells may d i e  f o r  a v a r i e t y  o f  reasons,  are t h e r e  common 
s t e p s  i n  the  pathways leading t o  cel l  death? 

o 	 What na tu ra l ly -occur r ing  molecules are t o x i c  t o  cel ls  l ead ing  t o  
cel l  death,  and how do they  func t ion?  

CELL DEATH I N  AGE-ASSOCIATED DISEASES AND DEGENERATIVE CONDITIONS 

The r o l e  o f  c e l l  dea th  i n  t h e  pathogenesis  o f  s e v e r a l  age- re la ted  d i s e a s e s  and 
degenera t ive  cond i t ions  is an i n t r i g u i n g  and l a r g e l y  unexplored p o s s i b i l i t y .
Explora t ions  of  t h i s  p o s s i b i l i t y  are l i m i t e d  by t e c h n i c a l  d i f f i c u l t i e s  i n  
determining t h e  ex ten t  o f  ce l l  dea th  i n  many t i s s u e s .  Important avenues f o r  
r e sea rch  t h u s  inc lude  t h e  fol lowing:  

o 	 Tes t ing  new techniques  t o  determine t h e  ra te  and e x t e n t  o f  i n  vivo 
c e l l  l o s s  and/or c e l l  dea th  i n  t i s s u e s  s u s c e p t i b l e  t o  age- re la ted
d i s e a s e s  ( e . g .  a r t i c u l a r  c a r t i l a g e ,  bone, c a r d i a c  muscle, vascu la r  
endothelium; c e l l  loss i n  t h e  CNS is  d iscussed  i n  t h e  next  
s e c t i o n ) .  

o 	 S t u d i e s  t o  determine t h e  p o s s i b l e  r o l e  of c e l l  loss and/or c e l l  
dea th  i n  s p e c i f i c  age-associated d i s e a s e s  and cond i t ions .  Examples
inc lude  t h e  p o s s i b l e  r o l e  of  chondrocyte loss i n  o s t e o a r t h r i t i s ,
loss of  o s t e o b l a s t s  or o s t e o b l a s t  p rogeni tor  cel ls  i n  os teoporos is ,
loss of  s t r i a t e d  muscle f i b e r s  i n  age-associated degenera t ive
muscular cond i t ions ,  loss of  p a r i e t a l  cells  i n  a t r o p h i c  g a s t r i t i s ,
cel l  loss a s s o c i a t e d  with d i s o r d e r s  o f  g a i t  and balance,  and cel l  
loss i n  t h e  s i n o a t r i a l  node i n  age-associated arrhythmias .  
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o 	 S t u d i e s  t o  determine t h e  r o l e  o f  c e l l  i n  age-associated changes i n  
r e n a l ,  pulmonary, muscular, and o t h e r  phys io logic  func t ions .  

CELL DEATH I N  THE A G I N G  NERVOUS SYSTEM 

One o f  t h e  most c r i t i c a l  i s s u e s  i n  t h e  neurobiology of  aging concerns t h e  
s p e c i f i c  mechanisms o f  s e l e c t i v e  c e l l  l o s s  i n  t h e  b r a i n .  Neuronal dea th  is 
e s p e c i a l l y  c r i t i c a l  due t o  t h e  non- rep l i ca t ive  n a t u r e  of  most ce l l s  i n  t h e  
c e n t r a l  nervous system; CNS s t r u c t u r a l  change and/or loss of  neurons is  t h e  
hallmark o f  many o f  t h e  age-associated d i s o r d e r s  of  t h e  b r a i n  such as 
Alzheimer’s d i s e a s e .  The i n a b i l i t y  of  t h e  CNS t o  r ep lace  l o s t  neurons and t h e  
complex s t r u c t u r e  o f  t h e  b r a i n  raise a number o f  unique r e sea rch  ques t ions .  

0 	 Is t h e r e  s i g n i f i c a n t  c e l l  l o s s  a s soc ia t ed  with normal hea l thy  aging
of  t h e  b r a i n  as t h e r e  is  dur ing  e a r l y  development or is it only  as 
a r e s u l t  of  i n c i p i e n t  d i sease?  

0 	 Do t h e  mechanisms o f  c e l l  l o s s  a s s o c i a t e d  with normal b r a i n  aging
d i f f e r  from those  a s soc ia t ed  with d i s e a s e s  o f  t h e  CNS? 

0 	 What accounts  f o r  t h e  s e l e c t i v e  v u l n e r a b i l i t y  o f  s p e c i f i c  neurons 
i n  va r ious  d i s e a s e s ?  

0 	 What is  t h e  r o l e  o f  t r o p h i c  f a c t o r s  i n  t h e  su rv iva l  and dea th  of 
neurons i n  t h e  aging CNS? 

0 	 Is t h e r e  increased  v u l n e r a b i l i t y  t o  endogenous and environmental  
t o x i n s  i n  t h e  aging CNS and i f  so what is t h e  n a t u r e  of  t h i s  
v u l n e r a b i l i t y ?  

0 	 Under what cond i t ions  do e x c i t a t o r y  amino a c i d  neu ro t r ansmi t t e r s  
become e x c i t o t o x i c ?  

0 	 What are t h e  molecular mechanisms by which t o x i n s  t r igger  ce l l  
dea th  i n  t h e  aging CNS? 

0 	 What r o l e  does neuronal  connec t iv i ty  and a c t i v i t y  p lay  i n  t h e  
s u r v i v a l  or dea th  of  neurons i n  t h e  a d u l t  and aging CNS? 

0 What is  t h e  r o l e  of a l t e r e d  gene express ion  i n  neuronal  ce l l  dea th?  

0 How does t h e  aging CNS compensate f o r  c e l l  l o s s ?  

0 	 What r o l e s  do vascu la r  and g l i a l  elements p l ay  i n  neuronal s u r v i v a l  
and dea th ;  are changes i n  t h e  t r a n s p o r t  mechanisms f o r  glucose,  
oxygen and o t h e r  e s s e n t i a l  elements involved? 

0 	 A r e  t h e  q u a n t i t a t i v e  methods used f o r  e s t ima t ing  c e l l  l o s s  i n  t h e  
aging nervous system accura t e  or are new methods needed? 

0 	 What r o l e  do changes i n  neuroendocrine and immune f a c t o r s  p l ay  i n  
neuronal c e l l  dea th  i n  t h e  aging nervous system? 

0 	 What is t h e  r o l e  o f  stress and g lucocor t i co ids  i n  neuronal c e l l  
death? 

0 	 A r e  i n t r a c e l l u l a r  metabol ic  changes such as modi f ica t ions  i n  
mitochondrial  ox ida t ive  metabolism primary or secondary causes  of  
neuronal ce l l  dea th?  

0 	 How do membrane changes affect  i n t e r - and i n t r a c e l l u l a r  s i g n a l
t r ansduc t ion  dur ing  normal aging and d i s e a s e s  of  aging? 

0 	 How do changes i n  homeostat ic  mechanisms t h a t  r e g u l a t e  cy toso l
calcium concen t r a t ion  l e a d  t o  cel l  dea th?  

Q u a l i f i e d  s c i e n t i s t s  who p lan  t o  i n v e s t i g a t e  t h e s e  i ssues ,  o r  o t h e r  i s s u e s  o f  
s imilar  na tu re ,  are i n v i t e d  t o  apply for r e sea rch  g r a n t s  under t h i s  program. 

APPLICATION AND REVIEW PROCEDURES 


The primary mechanisms for support  o f  t h i s  program are: 


o Research g ran t  (Rol l  

o Program P r o j e c t  Award (PO11 
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o 	 F i r s t  Independent Research Support and T r a n s i t i o n  (FIRST)
Award (R29) 

o 	 Career g ran t s ,  which inc lude :  
Research career development award (KO41
C l i n i c a l  i n v e s t i g a t o r  award (KO81 

-' 
o Tra in ing  g r a n t s  (T32) 

o Fellowships (F32, F33) 

Research p r o j e c t  g ran t  (R01 and R29) a p p l i c a t i o n s ,  fe l lowships  (F32, F33) and 

r e sea rch  career development awards (KO41 w i l l  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 an appropr i a t e  s tudy s e c t i o n  i n  t h e  Div is ion  o f  Research 

Grants .  A l l  o t h e r  a p p l i c a t i o n s  w i l l  be reviewed by an appropr i a t e  peer  review 

group. Secondary review w i l l  be by an appropr i a t e  Nat ional  Advisory Council .  


There are no s e t - a s i d e  funds f o r  t h e s e  a p p l i c a t i o n s .  Appl ica t ions  compete on 

t h e  b a s i s  o f  s c i e n t i f i c  merit with a l l  o t h e r  a p p l i c a t i o n s .  The review 

c r i t e r i a  are t h e  t r a d i t i o n a l  ones underlying s c i e n t i f i c  merit.  


Researchers  who are cons ider ing  making an a p p l i c a t i o n  i n  response t o  t h i s  

announcement are welcome t o  d i s c u s s  t h e i r  p r o j e c t ,  and t h e  range o f  g ran t 

mechanisms a v a i l a b l e ,  wi th  N I A  s ta f f  i n  advance o f  formal submission. This  

can be done e i t h e r  through a te lephone conversa t ion  or a b r i e f  l e t t e r  g iv ing 

t h e  d e s c r i p t i v e  t i t l e  o f  t h e  proposed p r o j e c t  and i d e n t i f y i n g  t h e  p r i n c i p a l 

i n v e s t i g a t o r  and, when known, o t h e r  key p a r t i c i p a n t s .  Appl ica t ions  r e l a t e d  t o  

t h e  h e a l t h  o f  women and m i n o r i t i e s  are p a r t i c u l a r l y  encouraged. 


Appl icants  should use  t h e  r egu la r  r e sea rch  p r o j e c t  and program p r o j e c t  g ran t 

a p p l i c a t i o n  form 398 (Rev. 9/86) f o r  R01 ,  R29, P o l ,  T32, KO4 and K O 8  

a p p l i c a t i o n s ,  and form 416-1 ( r e v i s e d  7/88) f o r  F32 and F33 a p p l i c a t i o n s . 

These are a v a i l a b l e  a t  t h e  a p p l i c a n t ' s  i n s t i t u t i o n  or from: 


Office o f  Grants  I n q u i r i e s 

Divis ion  o f  Research Grants 

Westwood Building,  Room 449 

National  I n s t i t u t e s  o f  Heal th  

Bethesda, Maryland 20892 

Telephone: (301) 496-7441 


To expedi te  t h e  a p p l i c a t i o n ' s  r o u t i n g  wi th in  N I H ,  p l ease  check "Yes" on i t e m  2 

of t h e  face shee t  of 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  your proposal  is i n  

response t o  t h i s  announcement and p r i n t  "Mechanisms o f  C e l l  Death." I n  

ass ign ing  a p p l i c a t i o n s  t o  N I A  or o t h e r  I n s t i t u t e s ,  accepted referral  

g u i d e l i n e s  w i l l  be fol lowed.  


Mail t h e  completed a p p l i c a t i o n  (wi th  6 cop ie s )  t o :  


Divis ion  o f  Research Grants  

National  I n s t i t u t e s  o f  Heal th  

Westwood Building,  Room 240 

Bethesda, Maryland 20892WX 


Receipt  d a t e s  for Research Grant,  Program P r o j e c t  Grant,  Research Career 

Development Award and F i r s t  Award a p p l i c a t i o n s  are February 1 ,  June 1 ,  and 

October 1;  t hose  f o r  I n s t i t u t i o n a l  Tra in ing  Grant and Fellowship a p p l i c a t i o n s  

are January 10, May 10, and September 10. 


Depending on your p a r t i c u l a r  r e sea rch  i n t e r e s t s ,  correspondence and i n q u i r i e s 

should be d i r e c t e d  t o :  


Basic mechanisms o f  cel l  dea th  


Huber Warner, Ph.D. 

Molecular Biology Program Adminis t ra tor  

Biomedical Research and C l i n i c a l  Medicine 

Building 31, Room 5C21 

National  I n s t i t u t e  on Aging

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-6402 
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Role o f  c e l l  dea th  i n  age-associated d i s e a s e s  


Evan Hadley, M . D .  

Chief,  Geriatrics Branch 

Biomedical Research and C l i n i c a l  Medicine 

Building 31, Room 5C27 

Bethesda, Maryland 20892 

Telephone: (301) 496-6761 


C e l l  dea th  i n  t h e  ag ing  nervous system 


Creighton Phelps,  Ph.D. 

Neurop las t i c i ty  Program Adminis t ra tor  

Neuroscience and Neuropsychology o f  Aging

Building 31, Room 5C32 

National  I n s t i t u t e  on Aging

Bethesda, Maryland 20892 

Telephone: (301) 496-9350 


THE A G I N G  OF RETARDED ADULTS 

P.T. 34; K.W. 0710010, 0715130 

National  I n s t i t u t e  on Aging 

INTRODUCTION 

The Nat ional  I n s t i t u t e  on Aging ( N I A )  seeks  r e sea rch  a p p l i c a t i o n s  focused on 
r e t a r d e d  a d u l t s  as  they  grow o l d .  This  announcement responds t o  U.S. Senate  
Appropriat ions Report language (Rpt.  100-399) f o r  F i s c a l  Year 1989 t h a t  t h e  
N I A  should cons ider  conducting s t u d i e s  i n  t h e  a r e a  of  s o c i a l  ge ron to log ica l  
a s p e c t s  o f  aging and mental r e t a r d a t i o n ,  as w e l l  as t h e  b i o l o g i c a l  and 
psychological  a s p e c t s  o f  t h e  aging process  among i n d i v i d u a l s  with mental 
r e t a r d a t i o n  and r e l a t e d  cond i t ions .  

The announcement is p a r t  o f  t h e  broad program o f  t h e  I n s t i t u t e  which was 
e s t a b l i s h e d  by l a w  f o r  t h e  “conduct and support  o f  biomedical,  s o c i a l ,  and 
behaviora l  r e sea rch  and t r a i n i n g  r e l a t e d  t o  t h e  aging process  and t h e  d i s e a s e s  
and o t h e r  s p e c i a l  problems and needs of  t h e  aged.”  It supplements N I A ‘ s  broad 
announcement on HEALTH AND EFFECTIVE FUNCTIONING I N  THE MIDDLE AND LATER 
YEARS.  (See N I H  GUIDE FOR GRANTS AND CONTRACTS, VOL. 12, N O .  6, J U N E  17, 
1983.)  It is i s sued  by t h e  Behavioral  and Soc ia l  Research Program i n  
c o l l a b o r a t i o n  with t h e  o t h e r  N I A  programs on Neuroscience and Neuropsychology
of Aging and on Biomedical Research and C l i n i c a l  Medicine. 

BACKGROUND 

L i t t l e  is  known about r e t a r d e d  a d u l t s  as  they  grow o l d e r .  The problem has  
become acu te  as t h e  s i z e  of  t h e  o l d e r  r e t a rded  popula t ion  has  increased ,  i n  
p a r t  as a r e s u l t  of  improved i n t e r v e n t i o n  and care. I n  f u t u r e  yea r s  t h e  
problem w i l l  become st i l l  more severe  as t h e  aging of  t h e  baby boom cohort  
i n c r e a s e s  t h e  number o f  r e t a r d e d  a d u l t s  whose pa ren t s ,  or o t h e r  primary
c a r e t a k e r s ,  are themselves o l d .  Research on t h e s e  a d u l t s  and t h e i r  c a r e t a k e r s  
i s  incomplete i n  s e v e r a l  ways. It has  been hampered by changing d e f i n i t i o n s  
of r e t a r d a t i o n .  Moreover, it has r e l i e d  t o o  heav i ly  on c ros s - sec t iona l  
r e sea rch ,  a s t r a t e g y  t h a t  provides  u s e f u l  d a t a  but  t h a t  compounds t h e  
i n t e r p r e t a t i v e  d i f f i c u l t i e s  brought on by t h e  d i f f e r e n t  d e f i n i t i o n s  o f  
r e t a r d a t i o n  and d i f f e r e n t  medical and s o c i a l  cond i t ions  p r e v a i l i n g  a t  
d i f f e r e n t  t i m e  pe r iods .  Useful background reading  can be found i n  J a n i c k i ,
M.P. & Wisniewski, H.M. (Eds . )  (1985) .  Aging and Developmental D i s a b i l i t i e s .  
Bal t imore,  Paul H. Brookes, and i n  S e l t z e r ,  M . M .  & Krauss, M . W .  (1987) .  Aging
and Mental Retardat ion1 Extending t h e  Continuum. Washington: American 
Assoc ia t ion  on Mental Retarda t ion .  

SPECIFIC OBJECTIVES 

Appl ica t ions  are sought t h a t  examine t h e  n a t u r e  and needs of  t h e  middle-aged
and o l d e r  r e t a r d e d  popula t ion .  Sample t o p i c s  are descr ibed  below. However,
a p p l i c a t i o n s  on o t h e r  r e l a t e d  t o p i c s  are a l s o  encouraged. 

1.  Demographic and Epidemiological Research 

Data on t h e  c h a r a c t e r i s t i c s  of  t h i s  popula t ion  have been plagued by problems
c r e a t e d  by t h e  changing d e f i n i t i o n  of r e t a r d a t i o n  and by t h e  suspected
e x i s t e n c e  of many r e t a r d e d  a d u l t s ,  l i v i n g  with t h e  he lp  of  family members, who 
are unknown t o  s e r v i c e  agencies .  These problems make f o r e c a s t i n g  t h e  s i z e  and 
f u t u r e  composition o f  t h i s  popula t ion  hazardous.  N e w  ana lyses  o f  e x i s t i n g  

Vol. 18, No. 19, June 2, 1989 - Page 10 

..-. 




d a t a  bases  are needed; i n  add i t ion ,  new d a t a  are needed t h a t  u s e  a c o n s i s t e n t  
d e f i n i t i o n  of  r e t a r d a t i o n  and t h a t  incorpora te  e f f e c t i v e  procedures  f o r  
sampling r e t a rded  a d u l t s  unknown t o  service agencies .  

I l l u s t r a t i v e  r e sea rch  t o p i c s  inc lude  : 

-' o analyses  o f  ch ron ic  d i s e a s e s  and co-morbidi t ies  

o 	 r e sea rch  t h a t  y i e l d s  p r o j e c t i o n s  o f  l i f e  expectancy f o r  r e t a r d e d  
a d u l t s ,  wi th  and without surv iv ing  p a r e n t s  

o 	 adap ta t ions  o f  such instruments  as A c t i v i t i e s  of  Dai ly  Living and 
Ins t rumenta l  A c t i v i t i e s  of  Daily Living ques t ionnai res ;  assessments 
o f  p r o j e c t i o n s  o f  func t iona l  a b i l i t y  based on t h e s e  measures 

o 	 demography o f  su rv iv ing  o l d e r  people with developmental
d i s a b i l i t i e s  o t h e r  t han  r e t a r d a t i o n  

2. Adaptive Functioning i n  Older Retarded Adults  

E x i s t i n g  s tandard ized  tests o f  i n t e l l e c t u a l  func t ion ing  o f t e n  are inadequate  
t o  assess people who are r e t a r d e d .  The n a t u r e  o f  p a r t i c u l a r  syndromes,
experience,  and t h e  e x i s t e n c e  o f  informal support  networks al low cons iderable  
independence of  func t ion  f o r  which t h e s e  tes ts  cannot compensate. Such t e s t s  
are a l s o  u n l i k e l y  t o  cap tu re  changes i n  competence as people age, as they  cope
with i l l n e s s ,  o r  as informal  suppor ts  change. Approaches are needed,
t h e r e f o r e ,  t h a t  t es t  o l d e r  r e t a rded  a d u l t s  i n  everyday t a s k s  and re la te  t h e i r  
competence t o  psychomotor and t o  cogn i t ive  a b i l i t i e s ,  as w e l l  as t o  e x i s t i n g
s o c i a l  and phys ica l  a i d s .  For mi ld ly  r e t a rded  a d u l t s  who l i v e  independently,
l i t t l e  is  known about how job  h i s t o r y ,  f r i endsh ips ,  and s o c i a l  a c t i v i t i e s  
a l t e r  adap t ive  func t ion ing  as t h e s e  a d u l t s  age.  Research is needed t o  t r a c k  
such p a t t e r n s  o f  a c t i v i t y  and t o  understand how changes i n  a c t i v i t i e s  affect  
t h e s e  r e t a r d e d  a d u l t s .  

Some i l l u s t r a t i v e  t o p i c s  inc lude :  

o 	 To what e x t e n t  do d i f f e r e n c e s  i n  func t ion ing  among d i f fe ren t -aged
o l d e r  r e t a r d e d  a d u l t s  r e f l e c t  t h e  effects o f  experience and o f  
s e t t i n g  versus  t h e  effects o f  age? 

Y o 	 What accounts  f o r  t h e  wide v a r i a t i o n  i n  adapt ive  func t ion ing
achieved by a d u l t s  wi th  similar degrees  o f  r e t a r d a t i o n ?  Do t h e s e  
ind iv idua l  d i f f e r e n c e s  remain s t a b l e  i n  t h e  l a t e r  a d u l t  yea r s?  

o 	 Do o l d e r  r e t a rded  men and women d i f f e r  s u b s t a n t i a l l y  i n  p a t t e r n s  o f  
development and dec l ine?  

3. Soc ia l  I n t e r a c t i o n s  and Family Support 

L i t t l e  is known about how t h e  aging o f  p a r e n t s  and o t h e r  ca reg ive r s  o f  
r e t a rded  a d u l t s  affects  both t h e  pa ren t s  themselves and a l s o  t h e  r e t a r d e d  
a d u l t .  Among t h e  l i k e l y  events  i n  a middle-aged and o l d e r  r e t a r d e d  
i n d i v i d u a l ' s  l i f e  are:  t r a n s i t i o n  from parent  as ca reg ive r  t o  some o t h e r  
source  o f  care; dea th  o f  a parent ;  and change i n  res idence  with r e s u l t i n g
change i n  s o c i a l  support  and s o c i a l  r e l a t i o n s .  Research is needed t o  explore
t h e  effects o f  such changes on t h e s e  a d u l t s  and t h e i r  ca reg ive r s .  Among
mild ly  r e t a rded  ind iv idua l s ,  t h e  impact of  such l i f e  events  as dea th  o f  a 
spouse o r  r e t i r emen t  needs p a r t i c u l a r  s tudy .  Do t h e  effects  o f  t h e s e  
t r a n s i t i o n s  on mi ld ly  r e t a r d e d  a d u l t s  mir ror  t h e i r  effects on t h e  gene ra l
populat ion? 

Examples o f  r e sea rch  inc lude :  

o 	 What are t h e  f a c t o r s  t h a t  p r e d i c t  an o r d e r l y  and smooth t r a n s i t i o n  
from p a r e n t a l  care t o  some o t h e r  support  system? 

o 	 Do changes i n  t h e  c h a r a c t e r i s t i c s  of t h e  family support  system
p r e d i c t  more accu ra t e ly  t h e  need f o r  s o c i a l  services i n  l a t e r  
adulthood than  do changes i n  t h e  c h a r a c t e r i s t i c s  o f  t h e  r e t a rded  
a d u l t ?  

o 	 How do r e t a r d e d  a d u l t s '  f e e l i n g s  of  con t ro l ,  pe rcep t ions  o f  changes
i n  competence, and o v e r a l l  assessment o f  q u a l i t y  o f  l i f e  change as 
they  incu r  t r a n s i t i o n s  i n  l a t e r  l i f e ?  

dF 

o 	 What is  t h e  r o l e  o f  s i b l i n g s  i n  provid ing  care and s o c i a l  support

f o r  o l d e r  r e t a r d e d  a d u l t s ?  
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o 	 What b e l i e f s  do o t h e r  a d u l t s  hold about o l d e r  r e t a r d e d  people? How 
do t h e s e  b e l i e f s  affect ,  or how a r e  they  a f f e c t e d  by, i n t e r a c t i o n s  
wi th  o lde r  r e t a r d e d  a d u l t s ?  

4 .  In t e rven t ion  S t r a t e g i e s  

Research is  needed on i n t e r v e n t i o n s  t o  inc rease  t h e  s k i l l s  mastered by o l d e r  

r e t a r d e d  a d u l t s ,  t o  f o s t e r  maintenance of  s k i l l s ,  and t o  decrease  dependence W 


on i n s t i t u t i o n a l  or organ iza t iona l  suppor t .  Behavioral  i n t e r v e n t i o n s  (such as 

t r a i n i n g )  and environmental  i n t e r v e n t i o n s  (such as a l t e r i n g  t h e  a c c e s s i b i l i t y 

of  s ta f f  suppor t )  might be eva lua ted  f o r  t h e i r  a b i l i t y  t o  improve func t ion ing . 

Technological i n t e r v e n t i o n s  I e . g . ,  equipment t o  a i d  performance o r  t o  improve

h e a l t h )  and pharmacological i n t e r v e n t i o n s  can a l s o  be inves t iga t ed  t o  

determine whether t hey  improve independent func t ion ing  and t h e  q u a l i t y  of  l i f e  

of  both o l d e r  r e t a r d e d  a d u l t s  and t h e i r  c a r e t a k e r s .  


Sample t o p i c s  inc lude :  


o 	 Can o l d e r  r e t a r d e d  a d u l t s  who l i v e  a t  home l e a r n  t o  manage some o f  
t h e  t a s k s  once assumed by aging pa ren t s?  

o 	 Can t h e  competencies d isp layed  by i n s t i t u t i o n a l i z e d  r e t a r d e d  a d u l t s  
be enhanced by changes i n  s e t t i n g  o r  by changes i n  p a t t e r n s  o f  
s t r u c t u r e d  i n t e r a c t i o n ?  

o 	 How can t h e  burden o f  care o f  aging pa ren t s  o f  r e t a rded  a d u l t s  be 
reduced by t echno log ica l  i n t e rven t ions?  

o 	 How do o l d e r  and younger r e t a rded  a d u l t s  wi th  t h e  same e t i o l o g y  
vary  i n  responsiveness  t o  p a r t i c u l a r  pharmacological and behavioral  
i n t e r v e n t  ions?  

5 .  Serv ice  and Care Research 

Research is needed on, f o r  example, t h e  problems o f  matching s e r v i c e  and care 
t o  aging r e t a r d e d  a d u l t s ;  or, t h e  economics of d i f f e r e n t  s e r v i c e  and care 
s o l u t i o n s .  Both t h e  k inds  of care necessary  ( e . g . ,  r e s p i t e  care f o r  ag ing
c a r e t a k e r s ,  par t - t ime i n s t i t u t i o n a l  c a r e )  and t h e  q u a l i t y  of  care, as assessed  
by i t s  effect  on r e t a r d e d  a d u l t s  and o l d e r  famil ia l  c a r e t a k e r s ,  need t o  be 
addressed.  

Research is  a l s o  needed on what s e r v i c e s  o l d e r  r e t a r d e d  a d u l t s  have used i n  
t h e  p a s t .  Such r e sea rch  can i d e n t i f y  t h e  most f requent  causes  of  s e r v i c e  use 
i n  e a r l y  and l a t e r  adulthood and can i d e n t i f y  consequences o f  t h e  use of  
s e r v i c e s  on p a r t i c u l a r  i nd iv idua l s .  

Some p o s s i b l e  r e sea rch  ques t ions  inc lude :  

o 	 What are t h e  advantages and disadvantages o f  age i n t e g r a t e d  ve r sus  
age separa ted ,  and a b i l i t y  i n t e g r a t e d  ve r sus  a b i l i t y  separa ted
f a c i l i t i e s ?  

o 	 How does r e s p i t e  care affect  t h e  q u a l i t y  of r e l a t i o n s  between o l d e r  
r e t a r d e d  a d u l t s  and t h e i r  family c a r e t a k e r s ?  

o 	 How do t h e  economics o f  d i f f e r e n t  c a r e  s o l u t i o n s  ( e .g . ,
i n s t i t u t i o n a l ,  home suppor t )  vary  wi th  changing numbers and 
geographical  d i s t r i b u t i o n  o f  t h e  aging r e t a r d e d  populat ion? 

o 	 What f a c t o r s  p r e d i c t  success fu l  e n t r y  of  o l d e r  r e t a r d e d  a d u l t s  i n t o  
r e c r e a t i o n  programs designed f o r  s e n i o r s ?  

METHODOLOGY 

The t o p i c s  covered by t h i s  announcement are d i v e r s e  and r e q u i r e  v a r i e d  
methodological approaches.  Nevertheless ,  r e sea rch  with a cohor t - longi tudina l
component is e s p e c i a l l y  sought .  Most c u r r e n t  r e sea rch  on o lde r  r e t a r d e d  
a d u l t s  is  c ross - sec t iona l .  Adults  born i n  one t i m e  per iod  (wi th  p a r t i c u l a r
d e f i n i t i o n a l  c r i t e r i a  and i n s t i t u t i o n a l  p r a c t i c e s )  are compared a g a i n s t  o t h e r  
a d u l t s  born a t  o t h e r  times wi th  very d i f f e r e n t  p r a c t i c e s .  S t u d i e s  could trace 
d i f f e r e n t  cohor t s  o f  r e t a r d e d  a d u l t s  f o r  an extended t i m e .  Only by such 
i n v e s t i g a t i o n  can in t r a - ind iv idua l  changes i n  func t ion ing  be d i f f e r e n t i a t e d  
from d i f f e r e n c e s  between people o f  d i f f e r e n t  ages  t h a t  might re f lec t  c u l t u r a l  
change r a t h e r  t han  t r u e  age- re la ted  change. 

*HINIA a l s o  urges  a p p l i c a n t s  t o  g ive  added a t t e n t i o n  t o  t h e  inc lus ion  o f  women, 
as w e l l  as men, and m i n o r i t i e s  i n  s tudy  popula t ions .  I n v e s t i g a t o r s  are 
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reminded t h a t  merely inc luding  quotas  o f  such p a r t i c i p a n t s  i n  a given s tudy  is  
i n s u f f i c i e n t  t o  guarantee  g e n e r a l i z a t i o n  o f  r e s u l t s .  

APPLICATION AND REVIEW PROCEDURES 

Research p r o j e c t  g r a n t  (R01, R29) app l i ca t ions ,  i nd iv idua l  fe l lowships  (F32, 
.I	F331, and r e sea rch  career development awards (KO41 w i l l  be reviewed fbr 

s c i e n t i f i c  and t e c h n i c a l  merit by an appropr i a t e  s tudy s e c t i o n  i n  t h e  Div is ion  
of  Research Grants .  Other a p p l i c a t i o n s  w i l l  be reviewed by an appropr i a t e
i n s t i t u t e  review group. Secondary review w i l l  be by t h e  Nat ional  Advisory
Council o f  t h e  r e l e v a n t  I n s t i t u t e .  

Appl ica t ions  ass igned  t o  N I A  compete on t h e  b a s i s  o f  s c i e n t i f i c  m e r i t  wi th  a l l  
o t h e r  a p p l i c a t i o n s  ass igned  t o  t h e  I n s t i t u t e .  The review c r i t e r i a  are t h e  
t r a d i t i o n a l  cons ide ra t ions  underlying s c i e n t i f i c  merit.  Researchers  
cons ider ing  an a p p l i c a t i o n  i n  response t o  t h i s  announcement are encouraged t o  
d i s c u s s  t h e i r  p r o j e c t ,  and t h e  range o f  g ran t  mechanisms a v a i l a b l e ,  with N I A  
s t a f f  p r i o r  t o  formal submission. 

Appl icants  should use  t h e  r egu la r  r e sea rch  p r o j e c t  g ran t  a p p l i c a t i o n  form (PHS
398 Rev. 10188) f o r  R01, R29, Pol ,  T32 and KO4 app l i ca t ions ,  and t h e  PHS 416-1 
(Rev. 7/88) form f o r  F32 and F33 a p p l i c a t i o n s .  These forms are a v a i l a b l e  a t  
t h e  a p p l i c a n t ' s  i n s t i t u t i o n a l  Appl ica t ion  Control Office or from t h e  Off ice  o f  
Grants  I n q u i r i e s ,  Div is ion  o f  Research g r a n t s ,  N I H  (see address  below). I n  
o rde r  t o  exped i t e  t h e  a p p l i c a t i o n  form's r o u t i n g  wi th in  N I H ,  p l ease  check 
"ves" on i t e m  number 2 on t h e  f a c e  shee t  of  t h e  a t m l i c a t i o n  i n d i c a t i n g  t h a t  
your proposal  is  i n  response t o  t h i s  announcement-and p r i n t  THE AGING-OF 
RETARDED ADULTS. 

Mail t h e  completed a p p l i c a t i o n  (with 6 cop ie s )  t o :  

Div is ion  o f  Research Grants  
Nat ional  I n s t i t u t e s  o f  Heal th  
Westwood Building,  Room 240 
Bethesda, Maryland 20892XX 
Telephone: (301) 496-7441 

Receipt  d a t e s  f o r  t h e  Research P ro jec t  Grant, t h e  Research Program Pro jec t
Grant, Research Career Development Awards, and t h e  F i r s t  Independent Research 
Support and T r a n s i t i o n  Award a p p l i c a t i o n s  are February 1 ,  June 1,  and October 

4 	 1; t hose  f o r  t h e  Nat ional  Research Serv ice  Awards a p p l i c a t i o n s  are January IO,
May 10, and September 10. 

Correspondence and i n q u i r i e s  (p l ease  i n d i c a t e  Aging o f  Retarded Adults  i n  your 

i nqu i ry )  should be d i r e c t e d  t o  staff  a t :  


D r .  Robyn Barr 

Behavioral  and S o c i a l  Research 

National  I n s t i t u t e  on Aging

Building 31C, Room 5C32 

Bethesda, Maryland 20892 

Telephone: (301)  496-3136 


This  program is descr ibed  i n  t h e  Catalog o f  Federa l  Domestic Ass is tance  No. 

13.866, Aging Research. 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  

Health Se rv ice  A c t ,  T i t l e  111, Sec t ion  301 (Pub l i c  Law 78-410, as amended; 42 

USC 241) and adminis te red  under PHS g ran 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. This  program is  not  sub jec t  t o  Heal th  Systems

Agency review. 


XXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD BUILDING IS  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 


4' *U.S.  GOVERNMENT P R I N T I N G  O F F I C E : 1 9 8 9 - 2 A l - 2 1 5 r R O O A 3  
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