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DATED ANNOUNCEMENTS (RFPs AND RFAs) 

DEVELOPMENT AND MAINTENANCE OF A REPOSITORY AND DISTRIBUTION 

CENTER FOR CRYOPRESERVED MOUSE EMBRYOS 


RFP AVAILABLE: NIH-NIAID-IAIDP-89-4 


P.T. 34; K.W. 0780000, 0780005, 0755050 


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


The Gene t i c s  and T r a n s p l a n t a t i o n  Biology Branch, Immunology, A l l e rgy  and 

Immunologic Diseases Program o f  t h e  Na t 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 is  s o l i c i t i n g  p roposa l s  f o r  t h e  development and 

maintenance o f  a r e p o s i t o r y  and d i s t r i b u t i o n  c e n t e r  f o r  c ryopreserved  mouse 

embryos. 


The o f f e r o r  must have a h igh  l e v e l  o f  e x p e r t i s e  i n  s o p h i s t i c a t e d 

c r y o p r e s e r v a t i o n  t echn iques ,  i n c l u d i n g  maintenance o f  an  inb red  animal  

f a c i l i t y ,  supe rovu la t ion ,  c o l l e c t i o n  o f  embryos, embryo f r e e z i n g ,  and embryo

t r a n s f e r .  


RFP-NIH-NIAID-IAIDP-89-4 w i l l  be  a v a i l a b l e  on o r  about  August 8, 1988. 

Proposa l s  w i l l  b e  due approximately 45 days a f t e r  t h e  RFP is  r e l e a s e d .  


One cost-reimbursement t y p e  c o n t r a c t  may be awarded as a r e s u l t  o f  t h i s  

s o l i c i t a t i o n .  It is  expec ted  t h a t  t h e  c o n t r a c t  w i l l  have a th ree -yea r  p e r i o d 

o f  performance.  Any r e s p o n s i b l e  o f f e r o r  may submit a proposa l  which s h a l l  be 

cons ide red  by t h e  Government. 


To r e c e i v e  a copy o f  t h i s  RFP, p l e a s e  supply  t h i s  o f f i c e  wi th  two 

se l f - addres sed  ma i l ing  l a b e l s .  A l l  i n q u i r i e s  must be i n  w r i t i n g  and addressed  

t o  t h e  o f f i c e  below: 


M s .  Joyce U .  Sagami

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  o f  Heal th  

5333 Westbard Avenue 

Westwood Bui ld ing ,  Room 707 

Bethesda,  Maryland 20892 


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


CELLULAR AND MOLECULAR INTERACTIONS OF LIPOPROTEINS AND THE HEMOSTATIC 

SYSTEM I N  ATHEROSCLEROSIS AND THROMBOSIS 


RFA AVAILABLE: NIH-88-HL-21 H 


P.T. 3 4 ;  K.W. 0715040, 1002004, 1002008, 0785035 


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


Appl i ca t ion  Rece ip t  Date: December 1,  1988 


The D i v i s i o n s  o f  Heart and Vascular  Diseases and o f  Blood Diseases  and 

Resources,  Na t iona l  Heart, Lung, and Blood I n s t i t u t e  ( N H L B I )  i n v i t e  g r a n t 

a p p l i c a t i o n s  t o  be cons ide red  i n  a s i n g l e  compe t i t i on  f o r  suppor t  o f  

fundamental  s t u d i e s  o f  a t h e r o g e n e s i s  and thrombosis .  The emphasis o f  t h i s  

program is  on e l u c i d a t i n g  t h e  i n t e r a c t i o n s  o f  plasma l i p o p r o t e i n s ,  t h e  

v a s c u l a r  endothel ium and t h e  hemos ta t i c  system. Copies o f  t h e  RFA are 

c u r r e n t l y  a v a i l a b l e  from staff o f  NHLBI .  


The program w i l l  s uppor t  b a s i c  and c l i n i c a l  r e s e a r c h  addres s ing  t h e  molecular  

i n t e r a c t i o n s  o f  plasma l i p o p r o t e i n s ,  t h e  v a s c u l a r  endothel ium and t h e  

hemos ta t i c  system, and t h e  unde r ly ing  r e g u l a t o r y  mechanisms t h a t  impact on 

a t h e r o g e n e s i s  and thrombosis .  It is expec ted  t h a t  t h e  r e - sea rch  p r o j e c t s  w i l l  

encompass a broad range  o f  approaches and w i l l  r e q u i r e  e x p e r t i s e  from a 

v a r i e t y  o f  d i s c i p l i n e s  inc lud ing  molecular  and c e l l u l a r  b io logy ,  b iochemis t ry , 

hematology, metabolism and phys io logy .  I t  is  r e q u i r e d  t h a t  c o l l a b o r a t i v e  

r e s e a r c h  e f f o r t s  between t h e  two f i e l d s  o f  a t h e r o s c l e r o s i s  and thrombosis  be  

demonstrated.  


Although approximate ly  $2.2 m i l l i o n  f o r  t h i s  program is inc luded  i n  t h e  

f i n a n c i a l  p l a n s  f o r  f i sca l  yea r  1989, award o f  g r a n t s  pursuant  t o  t h i s  RFA is  

con t ingen t  upon receipt  o f  funds  f o r  t h i s  purpose .  I t  is a n t i c i p a t e d  t h a t  up 

t o  t e n  g r a n t s  w i l l  be  awarded under t h i s  program. The s p e c i f i c  amount t o  be 
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funded, however, w i l l  depend on t h e  meri t  and scope o f  t h e  a p p l i c a t i o n s 

r e c e i v e d  and t h e  a v a i l a b i l i t y  of  funds .  


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


Momt a z  Wassef, Ph .D . 

Div i s ion  o f  Heart and Vascular  D i seases  

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

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

Bethesda,  Maryland 20892 

Telephone: (301) 496-1978 


OR 

Carol  Letendre,  Ph.D. 

Div i s ion  o f  Blood Diseases and Resources  

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

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

Bethesda,  Maryland 20892 

Telephone: (301) 496-8966 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

SMALL GRANTS PROGRAM FOR EPIDEMIOLOGY 

P.T. 34; K.W. 0785055, 0715035 

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

The Div i s ion  o f  Cancer E t io logy ,  Na t iona l  Cancer I n s t i t u t e  ( N C I ) ,  f i rst  
i n v i t e d  Small  Grant a p p l i c a t i o n s  r e l a t i n g  t o  cance r  epidemiology i n  February
1986. A p p l i c a t i o n s  responding  to t h i s  r e i s s u a n c e  are i n v i t e d  beginning
October 1, 1988. 

PURPOSE OF THE AWARD 

T h i s  is a shor t - te rm award, n o t  t o  exceed t h r e e  y e a r s ,  in tended  t o  p rov ide  
suppor t  f o r  p i l o t  p r o j e c t s t  t e s t i n g  o f  new t echn iques ,  o r  i nnova t ive  o r  
h i g h - r i s k  p r o j e c t s  which could  provide  a b a s i s  f o r  more extended r e s e a r c h .  

ELIGIBLE APPLICANTS 

I n v e s t i g a t o r s  are e l i g i b l e  t o  apply  f o r  a Small  Grant t o  suppor t  r e s e a r c h  on a 
t o p i c  r e l e v a n t  t o  cance r  e t i o l o g y  i f  t h e y  are i n t e r e s t e d  i n :  

1 . Planning  a complex ep idemiologic  i n v e s t i g a t i o n ;  

2 .  Developing o r  v a l i d a t i n g  a l a b o r a t o r y  o r  s t a t i s t i c a l  procedure with 
p o t e n t i a l  f o r  improving t h e  q u a l i t y  o f  cance r  ep idemiologic  r e s e a r c h ;  

3. Obta in ing  r a p i d  funding  f o r  a q u e s t i o n  r e l e v a n t  t o  cance r  epidemiology.
S i t u a t i o n s  i n  which r a p i d  funding  is needed inc lude ,  a s  examples, t h e  
a v a i l a b i l i t y  of s p e c i a l  personnel  f o r  l i m i t e d  t i m e  p e r i o d s ,  r a p i d l y  evo lv ing
r e s e a r c h  l e a d s  on t o p i c s  such as AIDS, o r  t ime- l imi t ed  a c c e s s  to an  impor tan t  
resource  ; 

4. Analyzing p r e v i o u s l y  c o l l e c t e d  d a t a  f o r  ep idemiologic  purposes ,  such as 
combining d a t a  from multip1.e s t u d i e s  t o  examine cons i s t ency  o r  s t r e n g t h  o f  
observed a s s o c i a t i o n s ;  

5. Resolving methodologic problems, such as :  documenting t h e  accuracy  o f  a 
customary procedure  i n  p r e p a r a t i o n  f o r  use  i n  ep idemiologic  r e s e a r c h ;  o r  
e v a l u a t i n g  t h e  effect  of cance r  d i a g n o s i s  and/or  t r ea tmen t  on r i s k  f a c t o r  
e s t i m a t e s  d e r i v e d  from case -con t ro l  s t u d i e s .  

A p p l i c a t i o n s  n o t  meet ing one o f  t h e  c r i t e r i a  s t a t e d  above, o r  f a i l i n g  t o  meet 
t h e  page l i m i t a t i o n s  s p e c i f i e d  i n  t h i s  announcement, w i l l  be r e t u r n e d  t o  t h e  
proposed P r i n c i p a l  I n v e s t i g a t o r  wi thout  undergoing committee rev iew.  

TERMS OF THE AWARD 

Funds may be used f o r  pe r sonne l ,  s u p p l i e s ,  small equipment, and t r a v e l  
r e q u i r e d  by t h e  p r o j e c t .  The normal d u r a t i o n  o f  suppor t  is two y e a r s  bu t  
a p p l i c a t i o n s  may be  made f o r  up t o  t h r e e  y e a r s  i f  t h e  t o t a l  d i r e c t  c o s t s  f o r  
t h e  p r o j e c t  p e r i o d  do n o t  exceed $50,000; a g r a n t  may be renewed. P r o j e c t s
invo lv ing  t h e  development o f  a l a b o r a t o r y  procedure f o r  u se  i n  ep idemiologic  
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r e s e a r c h  may r eques t  modest c o s t s  f o r  a pe r iod  o f  i n t e n s i v e  o r i e n t a t i o n  f o r  
one o r  more 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  t o  f a c i l i t a t e  t r a n s f e r  of  new 
t echn iques  when it is  c l e a r l y  j u s t i f i e d  by t h e  complexi ty  of t h e  t a s k  and 
d e t a i l s  of t h e  o r i e n t a t i o n  a r e  inc luded  i n  t h e  p roposa l .  The N C I  expec t s  t o  
make approximately 5 awards from each review c y c l e .  Except as o therwise  
s t a t e d  i n  t h i s  Program Announcement, awards w i l l  be admin i s t e red  under PHS 
g r a n t s  p o l i c y  as s t a t e d  i n  t h e  Pub l i c  Heal th  Se rv ice  Grants  Po l i cy  Statement ,
DHHS P u b l i c a t i o n  No. (OASH) 82-50,000, r e v i s e d  January 1, 1987. 

REVIEW PROCEDURES AND CRITERIA 

App l i ca t ions  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 a 
committee convened by N C I  and c o n s i s t i n g  p r i m a r i l y  of  non-Federal  s c i e n t i s t s .  
A l l  a p p l i c a t i o n s  w i l l  be eva lua ted  wi th  r e s p e c t  t o  t h e  fo l lowing :  

1 .  The s i g n i f i c a n c e  of  t h e  i n v e s t i g a t o r ' s  r e s e a r c h  goa l  and t h e  i n s i g h t  w i th  
which t h a t  goa l  is  e l u c i d a t e d .  

2 .  The p r a c t i c a l i t y  and l i k e l i h o o d  o f  accomplishing t h e  small g r a n t  aims. 

3. 	 The va lue  o f  t h e  informat ion  t h e  i n v e s t i g a t o r  proposes  t o  d e r i v e  from t h e  
small  g r a n t ,  i n  t h e  con tex t  of  t h e  r e s e a r c h  g o a l .  

4 .  The adequacy and appropr i a t eness  o f  t h e  methodology f o r  ach iev ing  t h e  
purposes  of  t h e  s m a l l  g r a n t .  

5 .  The i n v e s t i g a t o r ' s  background and t r a i n i n g  f o r  c a r r y i n g  ou t  t h e  proposed
a c t i v i t i e s .  

6 .  The a p p r o p r i a t e n e s s  o f  t h e  r e s e a r c h  team (as  l i s t e d  on page 2 o f  t h e  
a p p l i c a t i o n ,  key personnel  engaged on t h e  p r o j e c t ,  and t h e  personnel
p r o j e c t i o n s ) ,  and t h e  evidence of  t h e i r  e f f e c t i v e  communication i n  proposing
t h e  r e s e a r c h .  

7. The adequacy o f  t h e  f a c i l i t i e s  and r e sources  a v a i l a b l e  t o  t h e  small g r a n t .  

8. The adequacy of  s p e c i f i c  budget j u s t i f i c a t i o n 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 i s e d  9/86) must be 
used i n  apply ing  f o r  t h e s e  g r a n t s .  These forms a r e  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 ;  from t h e  Office o f  Grants  I n q u i r i e s ,  D iv i s ion  
o f  Research Grants ,  Nat iona l  I n s t i t u t e s  of  Heal th ,  Room 449, Westwood 
Bui ld ing ,  5333 Westbard Avenue, Bethesda, Maryland 20892. Because t h e  
g u i d e l i n e s  f o r  p repa r ing  t h i s  a p p l i c a t i o n  are d i f f e r e n t  from t h o s e  used f o r  
r e g u l a r  r e s e a r c h  g r a n t s ,  t h e  i n s t r u c t i o n s  g iven  below and i n  t h e  supplemental
i n s t r u c t i o n s  must be fol lowed i n  p repa r ing  and submi t t i ng  an a p p l i c a t i o n .  

An a c c e l e r a t e d  award is planned as fo l lows :  

R e c e i p t  Committee E a r l i e s t  P o s s i b l e  
Date Review Funding Date 

October 1 FebIMar June 
February 1 May/ June September
June 1 Oct/Nov February 

I n  o rde r  t o  e x p e d i t e  t h e  review o f  your a p p l i c a t i o n ,  you are asked t o  SUBMIT 
TWO SETS OF COPIES o f  t h e  a p p l i c a t i o n ,  as fo l lows :  

Submit a s igned ,  t y p e w r i t t e n  o r i g i n a l  o f  t h e  a p p l i c a t i o n ,  i nc lud ing  t h e  
Check l i s t ,  and fou r  ( 4 )  s igned  exac t  photocopies  i n  one package t o  t h e  
Div is ion  of  Research Grants  a t  t h e  addres s  below. The photocopies  must be 
clear and s i n g l e  s i d e d .  

D iv i s ion  of Research Grants  
Nat iona l  I n s t i t u t e s  of  Heal th  
Westwood Bui ld ing ,  Room 240 
Bethesda, Maryland 20892xx 

A t  t ime o f  submission,  two (2) a d d i t i o n a l  c o p i e s  o f  t h e  a p p l i c a t i o n  should 
a l s o  be s e n t  t o :  
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Referral Officer, Grants  Review Branch 

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

Westwood Bu i ld ing ,  Room 820 

5333 Westbard Avenue 

Bethesda,  Maryland 20892 

Telephone: (301)  496-3428 


A p p l i c a t i o n s  which do n o t  fo l low t h e  above procedures  and r e v i s e d  a p p l i c a t i o n s 

submi t ted  l a t e r  t h a n  October 1 ,  February 1 o r  June  1 may be d e f e r r e d  t o  t h e  

fo l lowing  round. 


To o b t a i n  a copy o f  t h e  supplemental  i n s t r u c t i o n s  c i t e d  on t h e  p rev ious  page

and t o  i n q u i r e  about  whether s p e c i f i c  r e s e a r c h  i d e a s  meet t h e  e l i g i b i l i t y 

c r i t e r i a ,  a p p l i c a n t s  a r e  encouraged t o  c o n t a c t :  


D r .  Genrose Copley

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

Execut ive  P l a z a  North,  Room 535 

Rockv i l l e ,  Maryland 20892 

Telephone: (301)  496-9601 


REPORTING REQUIREMENTS 


If a n  award is made i n  response  t o  a Small  Grants  App l i ca t ion ,  a F i n a l  

Progres s  Report  and an  Inven t ion  S ta tement  must be submi t ted  w i t h i n  n i n e t y 

days a f te r  t h e  t e r m i n a t i o n  o f  t h e  award. T h i s  f i n a l  r e p o r t i n g  requirement  is  

t h e  same as t h a t  f o r  o t h e r  t y p e s  o f  r e s e a r c h  g r a n t s  and is i n  accord  wi th  45 

CFR 74.82. The in fo rma t ion  w i l l  b e  e s p e c i a l l y  h e l p f u l  t o  t h e  N C I  i n  

e v a l u a t i n g  t h e  u s e f u l n e s s  o f  t h e  Small  Grant Award Mechanism. 


T h i s  program i s  d e s c r i b e d  i n  t h e  Cata log  o f  Fede ra l  Domestic A s s i s t a n c e  No. 

13.393, Cancer Cause and P reven t ion  Research.  Awards are under  a u t h o r i z a t i o n  

o f  t h e  P u b l i c  Hea l th  S e r v i c e  A c t ,  T i t l e  I V ,  P a r t  A, S e c t i o n  3 0 1 ( c )  and S e c t i o n  

402 ( P u b l i c  Law 78-410 ,  as amended; 42 USC 241 and 2 8 2 )  and admin i s t e red  under 

PHS g r a n t  p o l i c i e s  and Fede ra l  Regu la t ions  42 CFR Part  52 and 45 CFR P a r t  74. 

T h i s  program is n o t  s u b j e c t  t o  t h e  in te rgovernmenta l  review requi rements  o f  

Execut ive  Order 12372 o r  Heal th  Systems Agency Review. 


STUDIES ON NOSOLOGY OF ALCOHOL USE DISORDERS AND ASSOCIATED DISABILITIES 


P.T. 34; K.W. 0404003, 0755030 


Nat iona l  I n s t i t u t e  on Alcohol  Abuse and Alcoholism 


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


SUMMARY AND PURPOSE 


The purpose o f  t h i s  announcement i s  t o  s t i m u l a t e  r e s e a r c h  on problems o f  

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

use  d i s o r d e r s .  T h i s  b a s i c  r e s e a r c h  i s  expec ted  t o  improve ou r  unders tanding 

o f  t h e  e s s e n t i a l  c l i n i c a l  f e a t u r e s  o f  such d i s o r d e r s ,  which is  expec ted 

e v e n t u a l l y  t o  l e a d  t o  improvements i n  knowledge concern ing  t h e i r  e t i o l o g y  and 

t r e a t m e n t .  Three major outcomes are  expec ted  from t h e  r e s e a r c h :  ( 1 )  measures 

o f  t h e  v a l i d i t y  o f  t h e  Th i rd  E d i t i o n  (Revised)  o f  t h e  Diagnos t i c  and 

S t a t i s t i c a l  Manual o f  Mental D i so rde r s  (DSM-111-R) and t h e  Draft Tenth 

Revis ion  o f  t h e  I n t e r n a t i o n a l  C l a s s i f i c a t i o n  of Diseases (ICD-10) c r i t e r i a  

c u r r e n t l y  be ing  proposed f o r  t h e  d i a g n o s i s  o f  a l c o h o l  u se  d i s o r d e r s ;  ( 2 ) 

development o f  r e l i a b l e  and v a l i d  c r i te r ia  f o r  e s t i m a t i n g  s e v e r i t y  o f  

dependence i n  such d i s o r d e r s ;  (3 )  development o f  improved in s t rumen t s  f o r  u se  

i n  c l i n i c a l  and r e s e a r c h  d i a g n o s i s  o f  t h e  d i s o r d e r s .  The f i n d i n g s  o f  t h e  

r e s e a r c h  are a l s o  expec ted  t o  provide  an  e m p i r i c a l  b a s i s  f o r  proposed f u t u r e  

changes i n  t h e  DSM-IV and ICD-10 c r i t e r i a  f o r  d i a g n o s i s  o f  a l c o h o l  u se  

d i s o r d e r s .  To d a t e ,  n e i t h e r  se t  o f  c r i t e r i a  h a s  been f i n a l i z e d .  


The s t a t u t o r y  a u t h o r i t i e s  f o r  t h e s e  awards are s e c t i o n s  301 and 510 o f  t h e  

P u b l i c  Hea l th  S e r v i c e  A c t  (42 USC 241 and 290bb) .  


BACKGROUND 

I n  ep idemio log ica l  and c l i n i c a l  r e s e a r c h ,  d i a g n o s t i c  c r i t e r i a  s p e c i f y  t h e  
necessa ry  c o n d i t i o n s  f o r  a s e t  o f  s i g n s  and symptoms t o  be l a b e l e d  as a 
c l i n i c a l  d i s o r d e r .  Not on ly  do such c r i t e r i a  f a c i l i t a t e  communication among
i n v e s t i g a t o r s ,  b u t  t h e y  permi t  r e s e a r c h  f i n d i n g s  t o  be compared a c r o s s  s u b j e c t  
groups as well .  The r e l i a b i l i t y  and v a l i d i t y  o f  d i a g n o s t i c  c r i t e r i a  is  o f  
fundamental  importance t o  ep idemiologica l  r e s e a r c h .  Knowledge about  a 
d i s o r d e r  is  l a r g e l y  based on c r i t e r i a  employed i n  i t s  d i a g n o s i s ,  and 
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improvements i n  d i a g n o s t i c  c r i t e r i a  may l e a d  t o  s i g n i f i c a n t  advances i n  
unders tanding  t h e  e t i o l o g y  and t r ea tmen t  o f  t h e  d i s o r d e r .  C lea r  o p e r a t i o n a l
d e f i n i t i o n s  o f  c r i t e r i a  a r e  a l s o  o f  importance t o  c l i n i c a l  r e s e a r c h  as 
vagueness  i n  d i a g n o s t i c  c r i t e r i a  can produce s t u d i e s  t h a t  appear  t o  have 
c o n t r a d i c t o r y  r e s u l t s .  

Diagnos t ic  c r i t e r i a  f o r  a l c o h o l  u s e  d i s o r d e r s  have changed s i g n i f i c a n t l y  over  
t h e  p a s t  s e v e r a l  decades .  These changes have been due p r i m a r i l y  t o  
improvements i n  unders tanding  t h e  e s s e n t i a l  c l i n i c a l  f e a t u r e s  o f  such 
d i s o r d e r s .  The ea r l i e r  DSM-I11 c r i t e r i a  r ecogn ize  a l c o h o l  abuse and a l c o h o l  
dependence as two subtypes  o f  a l c o h o l  use  d i s o r d e r s  (American P s y c h i a t r i c
Assoc ia t ion ,  1980) .  For a l c o h o l  u se  d i s o r d e r s ,  abuse is  d e f i n e d  as a p a t t e r n
o f  p a t h o l o g i c a l  u s e  and s o c i a l  o r  occupa t iona l  impairment,  and dependence is 
d e f i n e d  as  a d d i t i o n a l  ev idence  of  t o l e r a n c e  o r  withdrawl symptoms. 

Revis ion  o f  DSM-I11 c r i t e r i a  f o r  a l c o h o l  u se  d i s o r d e r s  w a s  r e c e n t l y  completed
i n  1987 wi th  t h e  p u b l i c a t i o n  o f  t h e  r e v i s e d  cr i ter ia  (DSM-111-R) (American
P s y c h i a t r i c  Assoc ia t ion ,  1987) .  I n  DSM-111-R and ICD-10 (World Heal th  
Organiza t ion ,  19871, c r i t e r i a  f o r  bo th  Abuse and Dependence have been changed.
I n  p a r t i c u l a r ,  t h e  c r i t e r i a  f o r  Dependence have been broadened t o  inc lude  
b e h a v i o r a l  i n d i c a t o r s  o f  dependence i n  a d d i t i o n  t o  t o l e r a n c e  and withdrawl.  
A l l  o f  t h e s e  changes w i l l  p r e f a c e  t h e  p u b l i c a t i o n  (expec ted  i n  1994) o f  DSM-IV 
c r i t e r i a  f o r  a l c o h o l  u s e  d i s o r d e r s .  Cri ter ia  f o r  a l c o h o l  use d i s o r d e r s  
proposed f o r  t h e  ICD-10 a l s o  r a d i c a l l y  d i f f e r  from t h o s e  appea r ing  i n  t h e  
ICD-9. It is  a n t i c i p a t e d  t h a t  t h e  ICD-10 w i l l  come i n t o  use  i n  January  1993. 
A t  t h e  p r e s e n t  t i m e ,  r e s e a r c h  is needed t o  e v a l u a t e  t h e  v a l i d i t y ,  r e l i a b i l i t y ,
and c l i n i c a l  u t i l i t y  o f  t h e  DSM-111-R and t h e  proposed ICD-10 c r i t e r i a  f o r  
a l c o h o l  u s e  d i s o r d e r s  i n  g e n e r a l  popu la t ion  and c l i n i c a l  samples .  Research i s  
a l s o  needed t o  compare DSM-111-R, DSM-111, ICD-9, and ICD-10 c r i t e r i a  f o r  
a l c o h o l  use  d i s o r d e r s  t o  de te rmine  c l i n i c a l  s imi la r i t i es  and d i f f e r e n c e s  i n  
s u b j e c t s  diagnosed by t h e  f o u r  s e t s  o f  c r i t e r i a .  Another p r i o r i t y  a r e a  
invo lves  i d e n t i f i c a t i o n  o f  meaningful subtypes  o f  a l c o h o l  use  d i s o r d e r s  (as
t h e  sub types  r e l a t e  t o  t r ea tmen t  p r o g n o s i s ) .  Va l id  measures are needed which 
assess t h e  s e v e r i t y  of a lcohol i sm and a l c o h o l  abuse .  Improved in s t rumen ta t ion  
is  a l s o  sought  t o  c o l l e c t  in format ion  t h a t  may be employed i n  t h e  d i a g n o s i s  o f  
a l c o h o l  u se  d i s o r d e r s .  Such in s t rumen ta t ion  may inc lude  semi - s t ruc tu red  
c l i n i c a l  i n t e rv i ews ,  c o l l a t e r a l  r e p o r t s ,  s t r u c t u r e d  d i a g n o s t i c  i n t e rv i ews ,
q u e s t i o n n a i r e s ,  and/or  l a b o r a t o r y  t e s t s .  

SPECIFIC OBJECTIVES 

Whenever p o s s i b l e ,  t h i s  r e s e a r c h  should  invo lve  comparisons a c r o s s  d i a g n o s t i c
c r i t e r i a ,  between g e n e r a l  and c l i n i c a l  samples,  and between d i a g n o s t i c  o r  
c l i n i c a l  i n t e r v i e w s .  The fo l lowing  are r e p r e s e n t a t i v e  areas o f  r e s e a r c h  
i n t e r e s t  : 

Eva lua t ion  o f  t h e  v a l i d i t y  and r e l i a b i l i t y  o f  DSM-111-R and ICD-10 
c r i t e r i a  f o r  a l c o h o l  use  d i s o r d e r s  

Comparisons o f  c l i n i c a l  c h a r a c t e r i s t i c s  o f  p a t i e n t s  diagnosed by
DSM-111-R, DSM-111, ICD-9, and ICD-10 c r i t e r i a ,  a s  w e l l  as by
a l t e r n a t i v e  c r i t e r i a  for a l c o h o l  dependence 

Development o f  i n d i c a t o r s  o f  s e v e r i t y  o f  b e h a v i o r a l  dependence i n  
i n d i v i d u a l s  meet ing DSM-111-R and ICD-10 c r i t e r i a  f o r  a l c o h o l  u se  
d i s o r d e r s  

Comparison o f  DSM-111-R and ICD-10 d iagnoses  o f  a l coho l  u se  
d i s o r d e r s  t o  o t h e r  c o n c e p t u a l i z a t i o n s  o f  a l c o h o l  use  d i s o r d e r s  and 
a s s o c i a t e d  d i s a b i l i t i e s  

S t u d i e s  o f  t h e  v a l i d i t y ,  r e l i a b i l i t y ,  c l i n i c a l  u t i l i t y ,  and 
r e l a t i v e  c o s t s  o f  i n s t r u m e n t a t i o n s  i n  t h e  d i a g n o s i s  o f  a l c o h o l  use  
d i s o r d e r s  

I d e n t i f i c a t i o n  o f  c l i n i c a l l y  v a l i d  subtypes  o f  a l c o h o l  u se  
d i s o r d e r s  diagnosed by DSM-111-R and ICD-10 c r i t e r i a  (based on 
f a c t o r s  such as age of o n s e t ,  pe r sona l  and f ami ly  h i s t o r y  o f  
p s y c h i a t r i c  d i s o r d e r s ,  e t c . )  i n  c l i n i c a l  and g e n e r a l  popu la t ion
samples 

Comparison of  c l i n i c a l  and g e n e r a l  popu la t ions  on DSM-111-R and 
I C D - 1 0  c r i t e r i a  (and t h e i r  a s s o c i a t e d  c u t o f f  p o i n t s )  f o r  a l c o h o l  
u se  d i s o r d e r s  

I d e n t i f i c a t i o n  o f  a l c o h o l  use  symptomatology i n  i n d i v i d u a l s  who 
p r e s e n t  f o r  treatment but  f a i l  t o  meet DSM-111-R and ICD-10 
c r i t e r i a  f o r  a l c o h o l  use  d i s o r d e r s  
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I d e n t i f i c a t i o n  o f  r e l i a b l e  and v a l i d  i n d i c a t o r s  o f  a l c o h o l  problems
i n  i n d i v i d u a l s  m e e t h g  DSM-111-R and ICD-10 c r i t e r i a  f o r  a l c o h o l  
u s e  d i s o r d e r s  

Determina t ion  o f  famil ia l  p a t t e r n s  t h a t  may sugges t  d i f f e r e n t  modes 
of i n h e r i t a n c e  f o r  v a r i o u s  subgroups o f  i n d i v i d u a l s  meet ing
DSM-111-R and ICD-1Q c r i t e r i a  f o r  a l c o h o l  u se  d i s o r d e r s .  Given t h e  
e x t e n s i v e  g e n e t i c  and f a m i l i a l  r e s e a r c h  conducted u s i n g  t h e  
Research Diagnos t i c  Cr i t e r i a  ( R D C )  and t h e  Feighner  C r i t e r i a ,
d i a g n o s t i c  comparisons are needed t o  l i n k  t h e  newer DSM-111-R and 
ICD-10 c r i t e r i a  t o  t h e s e  ea r l i e r  p redecesso r s  

Determina t ion  o f  o b j e c t i v e  i n d i c a t o r s  o f  degree  o f  impairment
caused by a l c o h o l  u se  i n  s o c i a l  and occupa t iona l  f u n c t i o n i n g  

Determina t ion  o f  t h e  r e l a t i o n  o f  DSM-111-R and ICD-10 d iagnoses  o f  
a l c o h o l  u se  d i s o r d e r  t o  o t h e r  forms o f  psychopathology 

S t u d i e s  t o  develop r e l i a b l e  and v a l i d  c r i t e r i a  f o r  de te rmining
remiss ion  i n  i n d i v i d u a l s  meet ing DSM-111-R and ICD-10 c r i t e r i a  f o r  
a l c o h o l  u s e  d i s o r d e r s  

Development of  r e l i a b l e  and v a l i d  c r i t e r i a  f o r  de te rmining  degree
o f  i n t o x i c a t i o n  and l e v e l  o f  p h y s i o l o g i c a l  dependence i n  
i n d i v i d u a l s  meet ing DSM-111-R and I C D - 1 0  c r i t e r i a  f o r  a l c o h o l  u se  
d i s o r d e r s  

Development o f  o p e r a t i o n a l  c r i t e r i a  f o r  i d e n t i f y i n g  “ impai red
cont ro l , I1  l lcraving,  and “ s a l i e n c e  o f  drug  use” i n  i n d i v i d u a l s  
meet ing DSM-111-R and I C D - 1 0  c r i t e r i a  f o r  a l c o h o l  u se  d i s o r d e r s  

N I A A A  u r g e s  g r a n t  a p p l i c a n t s  t o  g i v e  added a t t e n t i o n  t o  t h e  i n c l u s i o n  o f  women 
and m i n o r i t i e s  i n  s tudy  p o p u l a t i o n s .  If m i n o r i t i e s  and women a r e  n o t  i nc luded  
i n  a g iven  s tudy ,  a c l e a r  r a t i o n a l e  f o r  t h e i r  e x c l u s i o n  should  be provided .
I n v e s t i g a t o r s  are reminded t h a t  merely i n c l u d i n g  a r b i t r a r y  numbers o f  women 
and/or minor i ty  group p a r t i c i p a n t s  i n  a g iven  s tudy  is  i n s u f f i c i e n t  t o  
gua ran tee  g e n e r a l i z a t i o n  o f  t h e  r e s u l t s .  

REVIEW PROCEDURES AND CRITERIA 

The D i v i s i o n  o f  Research Grants ,  N I H ,  s e r v e s  as a c e n t r a l  p o i n t  f o r  r e c e i p t  o f  
a p p l i c a t i o n s  f o r  most c e n t r a l i z e d  PHS g r a n t  programs. A p p l i c a t i o n s  r ece ived  
under t h i s  announcement w i l l  be  a s s igned  t o  an I n i t i a l  Review Group ( I R G )  i n  
accordance wi th  e s t a b l i s h e d  Pub l i c  Heal th  S e r v i c e  Referral Gu ide l ines .  The 
I R G s ,  c o n s i s t i n g  p r i m a r i l y  o f  non-Federal  s c i e n t i f i c  and t e c h n i c a l  e x p e r t s ,
w i l l  review t h e  a p p l i c a t i o n  f o r  s c i e n t i f i c  and t e c h n i c a l  merit .  N o t i f i c a t i o n  
o f  t h e  review recommendations w i l l  be  s e n t  t o  t h e  a p p l i c a n t  a f t e r  t h e  i n i t i a l  
rev iew.  A p p l i c a t i o n s  w i l l  r e c e i v e  a second- leve l  review by t h e  a p p r o p r i a t e
adv i so ry  Counci l ,  whose review may be based on p o l i c y  a s  w e l l  as s c i e n t i f i c  
meri t  c o n s i d e r a t i o n s .  Only a p p l i c a t i o n s  recommended f o r  approval  by Counci l  
may be cons ide red  f o r  fund ing .  

A p p l i c a t i o n s  submi t ted  i n  response  t o  t h i s  announcement are n o t  s u b j e c t  t o  t h e  
in te rgovernmenta l  review requi rements  o f  Execut ive  Order 12372, a s  implemented
through Department o f  Hea l th  and Human S e r v i c e  r e g u l a t i o n s  a t  45 CFR P a r t  100.  

Cr i te r ia  t o  be used i n  t h e  merit review o f  a l c o h o l  r e s e a r c h  g r a n t  a p p l i c a t i o n s
i n c l u d e  t h e  fo l lowing :  

Overa l l  s c i e n t i f i c  and t e c h n i c a l  merit of t h e  
p roposa l ,  i n c l u d i n g  t h e  s i g n i f i c a n c e  and o r i g i n a l i t y  o f  
t h e  g o a l s  from a s c i e n t i f i c  s t a n d p o i n t ,  and t h e  adequacy
o f  methodology t o  c a r r y  o u t  t h e  proposed r e s e a r c h  

Adequacy o f  des ign  f o r  c o l l e c t i o n  and a n a l y s i s  o f  
d a t a ,  i n c l u d i n g  a n a l y s i s  p l a n s  and i n s t r u m e n t a t i o n  

Adequacy o f  t h e  q u a l i . f i c a t i o n s  ( i n c l u d i n g  l e v e l  of  
educa t ion  and t r a i n i n . g )  and t h e  r e s e a r c h  expe r i ence  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  

Q u a l i t y  o f  t h e  a p p l i c a n t ’ s  p a s t  and p r e s e n t  r e s e a r c h  
performance a s  r e l a t e d  t o  t h e  proposed p r o j e c t  

A v a i l a b i l i t y  o f  adequate  f a c i l i t i e s ,  g e n e r a l
environment f o r  t h e  conduct o f  t h e  proposed r e s e a r c h ,
o t h e r  r e sources ,  and a p p r o p r i a t e n e s s  of  c o l l a b o r a t i v e  
arrangements  
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o 	 Appropr ia teness  o f  budget estimates f o r  t h e  proposed
r e s e a r c h  a c t i v i t i e s  

o 	 Where a p p l i c a b l e ,  adequacy of  procedures  t o  p r o t e c t  o r  
minimize e f f e c t s  on human s u b j e c t s ,  and t o  a s s u r e  humane 
care and use  o f  l a b o r a t o r y  an imals  

d" 

E L I G I B I L I T Y  

Research g r a n t  a p p l i c a t i o n s  may be submi t ted  by p u b l i c  o r  p r i v a t e  n o n p r o f i t  o r  
f o r - p r o f i t  o r g a n i z a t i o n s  such as u n i v e r s i t i e s ,  c o l l e g e s ,  h o s p i t a l s ,
l a b o r a t o r i e s ,  r e s e a r c h  i n s t i t u t e s  and o r g a n i z a t i o n s ,  u n i t s  of  S t a t e  o r  l o c a l  
governments, and e l i g i b l e  agenc ie s  o f  t h e  Federa l  Government. Women and 
minor i ty  i n v e s t i g a t o r s  are encouraged t o  app ly .  

APPLICATION PROCEDURES 

The s t anda rd  r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS 398 ( r e v i s e d  9 / 8 6 )  must be 

used t o  apply  f o r  t h e s e  awards. When apply ing ,  t y p e  t h e  name o f  t h i s  

announcement "S tud ie s  on Nosology of  Alcohol U s e  Disorders  and Assoc ia ted  

D i s a b i l i t i e s "  on page 1 ,  i tem 2 ,  o f  PHS 3 9 8 .  S t a t e  and l o c a l  government

agenc ie s  should use form PHS 5161-1 ( r e v i s e d  3 / 8 6 ) .  


Appl i ca t ion  k i t s  c o n t a i n i n g  t h e  neses sa ry  forms and i n s t r u c t i o n s  (PHS 3 9 8 )  may

be ob ta ined  from i n s t i t u t i o n a l  b u s i n e s s  o f f i c e s  o r  o f f i c e s  of  sponsored 

r e s e a r c h  a t  most u n i v e r s i t i e s ,  c o l l e g e s ,  medical s choo l s ,  and o t h e r  major

r e s e a r c h  f a c i l i t i e s .  App l i ca t ion  forms may a l s o  be ob ta ined  from: 


Nat iona l  Clear inghouse f o r  Alcohol and Drug Informat ion  

Reference Department

P.O. Box 2345 

Rockvi l le ,  Maryland 20852 

Telephone: (301) 468-2600 


The s igned  o r i g i n a l  and s i x  permanent, l e g i b l e  c o p i e s  ( o r i g i n a l  and two c o p i e s 

i f  u s i n g  form PHS 5161-1)  o f  t h e  completed a p p l i c a t i o n  and any appendices 

should be submi t ted  t o :  


Div i s ion  of  Research Grants ,  N I H  

Westwood Bui ld ing ,  Room 240 

Bethesda, Maryland 20892XX 


CONSULTATION AND FURTHER INFORMATION 


P o t e n t i a l  a p p l i c a n t s  are encouraged t o  seek  p r e a p p l i c a t i o n  c o n s u l t a t i o n .  

P l e a s e  c o n t a c t :  


Thomas C .  Harford,  Ph.D. 

D i r e c t o r ,  D iv i s ion  o f  Biometry and Epidemiology 

Nat iona l  I n s t i t u t e  on Alcohol Abuse and Alcoholism 

5600 F i s h e r s  Lane, Room 14C-26 

Rockvi l le ,  Maryland 20857 

Telephone: ( 3 0 1 )  443-3306 


CROSS-NATIONAL INVESTIGATIONS OF THE EPIDEMIOLOGY OF ALZHEIMER'S 

DISEASE AND OTHER DEMENTIAS OF LATER LIFE 


P.T. 3 4 ;  K . W .  0715180, 0785055, 0411005 

Nat iona l  I n s t i t u t e  on Aging i n  coope ra t ion  wi th  t h e  World Heal th  
Organiza t ion  S p e c i a l  Program f o r  Research on Aging 

BACKGROUND 

The N I A  has  been g ran ted  s p e c i f i c  a u t h o r i t y  t o  suppor t  " r e sea rch  concerning:
(i)t h e  epidemiology of  and t h e  i d e n t i f i c a t i o n  of  r i s k  f a c t o r s  f o r  Alzheimer's  
d i s e a s e  and r e l a t e d  dementias;  and (ii)t h e  development and e v a l u a t i o n  o f  
r e l i a b l e  and v a l i d  mult i -dimensional  d i a g n o s t i c  assessment procedures  and 
ins t ruments"  (P.L. 99-660,  Sec.  9 4 7 ( b )  ( 1 )  ( A ) ) .  Add i t iona l ly ,  t h e  Pub l i c  
Heal th  Se rv ice  Act (Sec t ion  3 0 7 )  mandates t h a t  " fo r  t h e  purpose o f  advancing
t h e  s t a t u s  of h e a l t h  s c i e n c e s  (and the reby  t h e  h e a l t h  of  t h e  American peop le ) ,
t h e  S e c r e t a r y  may p a r t i c i p a t e  wi th  o t h e r  c o u n t r i e s  i n  coope ra t ive  endeavors  i n  
biomedical  r e s e a r c h .  . . .I Other c o u n t r i e s ,  c u l t u r e s ,  e t h n i c  o r  popu la t ion  
groups,  w i th  d i f f e r e n t  exposures  and h a b i t s  may o f f e r  c l u e s  t o  t h e  e t i o l o g y  o f  
t h e  d i s e a s e  t h a t  a r e  no t  a v a i l a b l e  h e r e .  The need t o  sea rch  more a g g r e s s i v e l y
and widely f o r  po ten t  modi f iab le  r i s k  f a c t o r s  r e q u i r e s  movement beyond
n a t i o n a l  boundar ies  , 
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The World Heal th  Organiza t ion  (WHO) S p e c i a l  Program f o r  Research on Aging

(SPRA) w a s  e s t a b l i s h e d  i n  May 1987, by t h e  World Heal th  Assembly, as an 

i n t e g r a l  p a r t  o f  t h e  Organ iza t ion ' s  worldwide program on Heal th  o f  t h e  E l d e r l y 

l o c a t e d  i n  t h e  WHO Regional Office f o r  Europe, Copenhagen, Denmark. I n  June 

1987? an  agreement w a s  s igned  between t h e  WHO and t h e  Nat iona l  I n s t i t u t e s  o f  

Heal th  t o  h o s t  SPRA a t  t h e  Nat iona l  I n s t i t u t e  on Aging. The Program i n i t i a l l y 

i d e n t i f i e d  f o u r  p r i o r i t y  areas one of  which is Age-associated Dementias. I*f 


The dementias  o f  l a t e r  l i f e  are t h e  most common cause  of  c o g n i t i v e  d i s o r d e r .  

Among t h e  dementing d i s e a s e s ,  Alzheimer 's  d i s e a s e  (AD)  is  t h e  most p r e v a l e n t 

i n  t h e  U.S., account ing  for a t  l e a s t  50 pe rcen t  o f  a l l  c a s e s  o f  dementias  i n  

o l d e r  people .  The o l d e r  popu la t ion  of  t h e  world is growing a t  a ra te  of  2.4 

percen t  pe r  yea r  which i s  a more r a p i d  r a t e  t h a n  t h e  t o t a l  popu la t ion  growth 

( U . S .  Department o f  Commerce, J u l y  1987) .  It is  p r o j e c t e d  t h a t  by t h e  year 

2000 t h e r e  w i l l  be  410 m i l l i o n  people  over  65 y e a r s  of  age wi th  59 pe rcen t  of  

t h e  t o t a l  r e s i d i n g  i n  developing c o u n t r i e s .  Unless  t h e r e  are dramat ic  

d i f f e r e n c e s  i n  a g e - s p e c i f i c  inc idence  ra tes  worldwide, AD and r e l a t e d  

dementias  w i l l  loom i n c r e a s i n g l y  impor t an t .  


The need for s c i e n t i f i c a l l y  sound i n t e r n a t i o n a l  and c r o s s - n a t i o n a l  s t u d i e s  is 

clear .  D i f f e r e n c e s  i n  inc idence  r a t e s  among c o u n t r i e s ,  i n  d i s t i n c t  

subpopula t ions  o r  by acqui red  c h a r a c t e r i s t i c s  may y i e l d  c lues  about  r i s k  

f a c t o r s  which might t h e n  l e a d  t o  new hypotheses  about e t i o l o g y .  While it is  

f a i r l y  w e l l  agreed  t h a t  a p o r t i o n  o f  t h e  U.S. burden of  AD is  g e n e t i c a l l y 

l i n k e d ,  o t h e r  r o b u s t  r i s k  f a c t o r s ,  b e s i d e s  advancing age ,  are as y e t 

u n i d e n t i f i e d  , 


RESEARCH GOALS AND SCOPE 


The long  range goa l  o f  t h i s  Program Announcement is  t h e  e l u c i d a t i o n  o f  new 

r i s k  f a c t o r s ,  combinat ions or sequences of  r i s k  f a c t o r s ,  While t h e  program is 

independent o f  WHO/SPRA, t h e  r e s e a r c h  g o a l s  and scope were formula ted  t o  be i n  

accord  wi th  t h e  g o a l s  o f  t h e  WHO SPRA e f f o r t s  i n  dementing d i s e a s e s .  Both t h e  

NIA and t h e  WHO SPRA are p a r t i c u l a r l y  i n t e r e s t e d  i n  r e s e a r c h  which w i l l  l ead  

t o  t e s t a b l e  hypotheses  r ega rd ing  t h e  e t i o l o g y  of Alzheimer 's  d i s e a s e .  

Examples o f  s p e c i f i c  r e s e a r c h  q u e s t i o n s  o f  i n t e r e s t  i nc lude :  


What are t h e  a g e - s p e c i f i c  inc idence  r a t e s  and preva lence  rates i n  de f ined  

community-residing popu la t ions  f o r  Alzheimer 's  d i s e a s e  and o t h e r  dementias  o f  

l a t e r  l i f e ?  


Do t h e  age - spec i f i c  i nc idence  and p reva lence  r a t e s  vary  by geographic , 

g e n e t i c ?  e t h n i c ,  socio-economic o r  o t h e r  c h a r a c t e r i s t i c s  of  c o u n t r i e s  o r  

r e g i o n s  of c o u n t r i e s ?  Po t h e  inc idence  and preva lence  rates va ry  by sex, 

e d u c a t i o n a l  l e v e l ,  d i e t a r y  h a b i t s ,  i n j u r i e s ,  exposures  or o t h e r  

c h a r a c t e r i s t i c s  between c o u n t r i e s  o r  w i th in  c o u n t r i e s  i n  d i s t i n c t  

subpopula t ions?  A r e  t h e r e  d i s e a s e s  o r  medical c o n d i t i o n s  which appear  t o  

e i t h e r  p r o t e c t  or t o  p red i spose  t o  Alzheimer 's  d i s e a s e ?  


What is t h e  n a t u r a l  h i s t o r y  o f  Alzheimer 's  d i s e a s e ?  Does it va ry  by age o f  

o n s e t  or by o t h e r  acqu i r ed  o r  i n h e r i t e d  c h a r a c t e r i s t i c s ?  


What are t h e  de t e rminan t s  of  d u r a t i o n  and l i f e  expectancy a f te r  onse t?  


What are t h e  immediate, p a t h o l o g i c a l l y  v e r i f i e d ,  causes  of  d e a t h  of  dementia 

v i c t i m s ?  How do t h e  d i s t r i b u t i o n s  of  causes  of  dea th  vary  c r o s s - n a t i o n a l l y , 

and c r o s s - c u l t u r a l l y  and by t y p e  of  dementia .  


I n  o r d e r  t o  meet t h e  above l i s t e d  g o a l s ,  c lear ,  o p e r a t i o n a l l y  de f ined  and 

r ep roduc ib le  d i a g n o s t i c  c r i t e r i a  are r e q u i r e d  f o r  cases ve ry  e a r l y  i n  t h e  

cour se  as w e l l  as f o r  t h o s e  wi th  more advanced d i s e a s e .  Screening  in s t rumen t s  

f o r  c o g n i t i v e  d i s o r d e r s  a r e  r e q u i r e d .  The in s t rumen t s  should be a b l e  t o  be 

used by p a r a p r o f e s s i o n a l s  and t r a i n e d  non-profess iona ls  i n  a v a r i e t y  o f  

s e t t i n g s .  These ins t ruments  must be c u l t u r a l l y ,  socio-economical ly  and 

e d u c a t i o n a l l y  non-biased f o r  use  i n  c r o s s - c u l t u r a l  and c r o s s - n a t i o n a l  s t u d i e s .  

The sc reen ing  in s t rumen t s  must y i e l d  r e l i a b l e  f i n d i n g s ,  must be s e n s i t i v e  t o  

i n t e l l e c t u a l  d e c l i n e  r e s u l t i n g  from dementing d i s o r d e r s  and must be easy  t o  

u s e  i n  large-scale f i e l d  s t u d i e s .  It is  h i g h l y  d e s i r a b l e  t h a t  i n v e s t i g a t o r s 

employ in s t rumen t s  and methods t h a t  are i n  use  and accepted  by U.S. 

i n v e s t i g a t o r s  t o  a l low comparisons.  App l i can t s  may a l s o  propose i n t e r n a l  

sub- s tud ie s  t o  determine t h e  c h a r a c t e r i s t i c s  and y i e l d  of  t h e i r  i n s t rumen t s  as 

compared t o  o t h e r  widely used in s t rumen t s .  


R e l i a b l e ?  v a l i d  and c u l t u r a l l y  f a i r  r i s k  f a c t o r  assessment  i n t e rv i ew methods 

and ins t rumen t s  are needed f o r  de te rmining  exposure t o  p u t a t i v e  r i s k  f a c t o r s  

( f o r  example, p a r e n t a l  age,  a f f e c t e d  ped ig ree ,  t h y r o i d  d i s e a s e ,  head t r auma) .  u 


The most pars imonious s e t  o f  procedures  f o r  d i f f e r e n t i a l  d iagnoses ,  which can 

be a p p l i e d  c r o s s - n a t i o n a l l y ,  must be determined.  The y i e l d  o f  t h e  s e l e c t e d  
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d i f f e r e n t i a l  d i a g n o s t i c  procedures  a g a i n s t  neu ropa tho log ica l  assessments  must 
be known. 

A s  d e t a i l e d  i n  Archives  o f  Neurology, 1985,  4 2 :  1097-1103, "Pedigree s t u d i e s  
i n v e s t i g a t i n g  t h e  f a m i l i a l - g e n e t i c  a s p e c t s  of AD should be e s t a b l i s h e d  through
c e n t r a l  family r e g i s t r i e s  t h a t  main ta in  r eco rds  on we l l - cha rac t e r i zed  AD 

I-	 c a s e s .  Family r e g i s t r i e s  would a l s o  provide  t h e  means t o  s tudy  more c l o s e l y
t h e  n a t u r a l  h i s t o r y  o f  AD and t o  exp lo re  t h e  hypo thes i s  t h a t  t h e r e  may be 
d i f f e r e n t  v a r i e t i e s  ... I s o l a t e d  communities o r  groups which have a h igh
degree of consanguin i ty  may be e s p e c i a l l y  u s e f u l  i n  s t u d i e s  o f  f a m i l i a l  
inc idence  of  A . D . "  

MECHANISMS OF SUPPORT 


Appl i can t s  should use  t h e  Research P r o j e c t  Grant (Roll mechanism. While t h i s  

Ongoing Program Announcement is p r i m a r i l y  d i r e c t e d  t o  U.S. i n v e s t i g a t o r s , 

a p p l i c a t i o n s  from f o r e i g n  i n s t i t u t i o n s  w i l l  a l s o  be accepted .  It i s  h igh ly 

d e s i r a b l e  f o r  f o r e i g n  a p p l i c a n t s  t o  exp lo re  and t o  e s t a b l i s h  c o l l a b o r a t i v e  

s c i e n t i f i c  r e l a t i o n s h i p s  wi th  U.S. i n v e s t i g a t o r s ,  p a r t i c u l a r l y  with a d i r e c t o r  

of  one o f  t h e  Alzheimer 's  Disease Research Centers  o r  t h e  Alzheimer 's  Disease 

P a t i e n t  R e g i s t r i e s .  Such c o l l a b o r a t i o n s  are encouraged, where p o s s i b l e ,  t o  

b u i l d  s t r o n g e r  l i n k s  i n  t h e  ins t ruments ,  methods and hypotheses  employed i n  

epidemiologica l  r e s e a r c h .  The N I A  and t h e  WHO SPRA w i l l  assist i n v e s t i g a t o r s 

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


To f u r t h e r  assist i n  t h e  development o f  c o l l a b o r a t i v e  r e l a t i o n s h i p s ,  N I A  and 

t h e  WHO SPRA w i l l  schedule  annual  meetings o f  a l l  t h e  i n v e s t i g a t o r s  whose 

a p p l i c a t i o n s  are funded t o  do c r o s s - n a t i o n a l  ep idemiologica l  s t u d i e s .  Each 

a p p l i c a n t  should budget t r a v e l  funds f o r  a three-day meeting annua l ly  i n  

Washington D . C .  f o r  t h r e e  people  from t h e  p r o j e c t .  


The N I H  u rges  a p p l i c a n t s  f o r  g r a n t s  t o  g i v e  added a t t e n t i o n  t o  t h e  

c o n s i d e r a t i o n  of  m i n o r i t i e s  i n  r e s e a r c h  i n t o  t h e  e t i o l o g y  o f  d i s e a s e s , 

r e s e a r c h  i n  behav io ra l  and s o c i a l  s c i e n c e s ,  c l i n i c a l  s t u d i e s  of  t r ea tmen t  and 

t r ea tmen t  outcomes, r e s e a r c h  on t h e  dynamics of  h e a l t h  care and i ts  impact on 

d i s e a s e ,  and a p p r o p r i a t e  i n t e r v e n t i o n s  f o r  d i s e a s e  p reven t ion  and h e a l t h  

promotion. If m i n o r i t i e s  a r e  not  inc luded  i n  a g iven  s tudy ,  a c l e a r  r a t i o n a l e  

f o r  t h e i r  exc lus ion  should be provided.  


APPLICATION AND REVIEW PROCEDURES 

W 

The a p p l i c a t i o n  must be submi t ted  on t h e  9 / 8 6  r e v i s i o n  o f  PHS App l i ca t ion  Form 
3 9 8 .  On i t e m  2 (Response t o  a S p e c i f i c  Program Announcement) of  t h e  f a c e  
( f i r s t )  page of  t h e  a p p l i c a t i o n ,  a p p l i c a n t s  should e n t e r :  N I A  Program
Announcement - Cross-Nat ional  Epidemiology o f  Alzheimer's  Disease. 

App l i can t s  may o b t a i n  t h e  a p p r o p r i a t e  a p p l i c a t i o n  k i t s  from t h e i r  
i n s t i t u t i o n a l  r e s e a r c h  o f f i c e s  o r  by c o n t a c t i n g :  

Office o f  Grants  I n q u i r i e s
Div i s ion  o f  Research Grants  
Nat iona l  I n s t i t u t e s  of  Heal th  
Bethesda,  Maryland 20892 USA 
Telephone: ( 3 0 1 )  496-7441 

Appl i ca t ions  may be submi t ted  f o r  t h e  February 1 ,  June 1, o r  October 1 r e c e i p t
d a t e s ,  t o :  

Div is ion  of  Research Grants  
Nat iona l  I n s t i t u t e s  of  Heal th  
Westwood Bui ld ing ,  Room 240 
Bethesda, MD 20892XX 

Appl i ca t ions  w i l l  be a s s igned  t o  t h e  a p p r o p r i a t e  DRG group f o r  review f o r  
s c i e n t i f i c  and t e c h n i c a l  merit and w i l l  be  reviewed i n  accordance wi th  t h e  
usua l  N I H  pee r  review procedures .  The review c r i t e r i a  a r e  t h e  t r a d i t i o n a l  
c o n s i d e r a t i o n s  under ly ing  s c i e n t i f i c  merit.  Following s tudy  s e c t i o n  review,
t h e  a p p l i c a t i o n s  w i l l  be g iven  a secondary review by t h e  a p p r o p r i a t e  advisory
Counci l .  

INQUIRIES 

Prospec t ive  a p p l i c a n t s  are encouraged t o  c o n s u l t  with t h e  p r o j e c t  o f f i c e r  
r ega rd ing  t h e  s c i e n t i f i c  g o a l s ,  des ign  and s u b j e c t  popu la t ion  of  t h e  proposed
s tudy .  Q u e s t i o n s  and correspondence should be d i r e c t e d  t o :  

I 
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Teresa Sluss Radebaugh, Sc.D. 

Chief, Epidemiology and Diagnosis

Neuroscience and Neuropsychology of Aging Program

National Institute on Aging

National Institutes of Health 

Building 31, Room 5C35 

9000 Rockville Pike 

Bethesda, Maryland 20892 USA 

Telephone: (301) 496-9350 


ZXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF IN 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 
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