
NOTICE OF MAILING 
CHANGE 
0 	Check here if you  wish to  

discont inue receiving this 
publication 

US. DEPARTMENT OF HENTH 
AND HUMAN SERVICES 

OFFICIAL BUSINESS 
Penalty for Private use, $300 

The NIH Guide announces scientific 
initiatives and provides polic) and 
administrative informatlon t o  indi1.i 
duals and organizations who need t o  
be kept informed ofopponunities, 
requirements. and changes in extra 

i, mural programs administered hy the 
* V  National Institutes o f  Health 

0Check here ifyour  address has 
changed and y o u  wish to  con­
t inue receiving this publication 
Make corrections below and 
mail this page to: 

NIH Guide 
Distribution Center 
National Institutes of Health 
Room B3BE07, Building 31 
Bethesda, Maryland 20892 

Third-Class Mail 
Postage & Fees Paid 

PHS/NIH/OD 
Permit No. G-291 

VOL. 15, NO. 27 - NOVEMBER 28, 1936 




Vol. 15, No. 27 ,  November 2 8 ,  1986 

%.I FIRST INDEPENDENT RESEARCH SUPPORT AND TRANSITION AWARD.......................l c 
Alcohol? Drug Abuse, and Mental Health Adminis t ra t ion 
Index: ALCOHOL, DRUG ABUSE, AND MENTAL HEALTH 

INCLUSION OF WOMEN I N  STUDY POPULATIONS. ...................................... 1 
National  I n s t i t u t e s  of Health 
Index: NATIONAL INSTITUTES OF HEALTH 

N 1 

tjOTICES 

PARTICIPANTS SOUGHT FOR INTERNATIONAL SCIENTIFIC EXCHANGE 
PROGRAM I N  AIDS RESEARCH..... ............................................ 1 

Fogarty I n t e r n a t i o n a l  Center 
Index: FOGARTY INTERNATIONAL CENTER 

ELECTRODES FOR FUNCTIONAL NEUROMUSCULAR STIMULATION (FNS) (RFP) ...............2 
National  I n s t i t u t e  of Neurological and Communicative 

Disorders  and St roke  
Index: NEUROLOGICAL AND COMMUNICATIVE DISORDERS AND STROKE 

DEVELOPMENT OF IMPROVED METHODOLOGIES TO ASSESS 
DIABETIC NEUROPATHY (RFA) ................................................. 

National  I n s t i t u t e  of Neurological and Communicative Disorders  and St roke  
Index: NEUROLOGICAL AND COMMUNICATIVE DISORDERS AND STROKE 

DEVELOPMENT OF SMALL LABORATORY ANIMAL MODELS FOR HTLV-III/
LAV INFECTION (RFP) ...................................................... 3 

Nat iona l  I n s t i t u t e s  of Health 
Index: ALLERGY AND INFECTIOUS DISEASES 

NHLBI SHARED RESEARCH FACILITIES FOR MOLECULAR BIOLOGY ( R F A ) . . . . . . .  ...........4 

National  Heart, Lung, and Blood I n s t i t u t e  

Index: HEART, LUNG, AND BLOOD INSTITUTE 


STRESS, SODIUM, AND BLOOD PRESSURE REGULATION (RFA).. . . . . .  .................... 5 

National  Heart ,  Lung, and Blood I n s t i t u t e  

Index: HEART, LUNG, AND BLOOD INSTITUTE 


ONGOING PROGRAM ANNOUNCEMENTS 

RESEARCH ON BONE ACTIVE HORMONES AND CYTOKINES ................................ 5 

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

National  I n s t i t u t e  of A r t h r i t i s  and Musculoskeletal  and Skin Diseases 

Index: DIABETES AND DIGESTIVE AND K I D N E Y  DISEASES 


ARTHRITIS AND MUSCULOSKELETAL AND SKIN DISEASES 

SPECIAL RESEARCH GRANT ANNOUNCEMENT DA-87-09 - WLNERABILITY 
TO DRUG ABUSE ............................................................ 8 

National  I n s t i t u t e  on Drug Abuse 
Index: NATIONAL INSTITUTE ON DRUG ABUSE 

BRRATWj 

IMPROVED INSTRUMENTATION FOR THE DIAGNOSIS OF VENOUS THROMBOSIS ...............12

National  Heart, Lung, and Blood I n s t i t u t e  

Index: HEART, LUNG, AND BLOOD INSTITUTE 




NOTICES 

FIRST INDEPENDENT RESEARCH SUPPORT AND TRANSIT1ON AWARD 

mt P.T. 34; K.W. 1014002 

k'-'bdAlcohol, Drug Abuse, and Mental Health Administration 

Applicants  f o r  Alcohol, Drug Abuse, and Mental Health Adminis t ra t ion (ADAMHA) F i r s t  

Independent Research Support and Trans i t i on  (FIRST) awards should submit 7 c o l l a t e d  
sets of  appendix material with t h e i r  app l i ca t ion  packages in s t ead  of  3 c o l l a t e d  sets  
as s t a t e d  i n  t h e  September 1986 program announcement. S t a t e  and l o c a l  government
agencies  should cont inue t o  submit 3 c o l l a t e d  sets of  appendix material wi th  t h e i r  
a p p l i c a t i o n  packages. 

JNCLUSION OF WOMEN I N  STUDY POPUJ ATIONS 

P.T. 349 11; K.W. 0770000, 1014002 

Nat ional  I n s t i t u t e s  o f  Health 

The Publ ic  Health Serv ice  Task Force on Women's Health I s s u e s  publ ished i t s  r e p o r t
in t h e  January 1985 i s s u e  of  Publ ic  Health Reports.  One of t h e  Task Force's  major
recommendations w a s  t h a t  biomedical and behavioral  research  be expanded t o  assure 
appropr i a t e  emphasis on condi t ions  and d i s e a s e s  unique t o ,  o r  more p reva len t  i n ,  
women o f  a l l  age groups.  

I n  keeping with one aspec t  of  t h i s  recommendation, t h e  N I H  urges  a p p l i c a n t s  f o r  
g r a n t s  and o f f e r o r s  f o r  c o n t r a c t s  t o  consider  t h e  inc lus ion  o f  women i n  t h e  s tudy
popula t ions  f o r  a l l  c l i n i c a l  research  e f f o r t s .  Exceptions would be s t u d i e s  o f  
d i seases  which exc lus ive ly  affect  males o r  where involvement of  pregnant women may 
expose t h e  f e t u s  t o  undue r i s k s .  General d i f f e rences  should be noted and eva lua ted .  
If women are not  t o  be included, a clear r a t i o n a l e  should be provided f o r  t h e i r  

/-' -,exclusion.  

I n  o rde r  t o  provide more precise information t o  t h e  medical community, it is 
.- rWrecommended t h a t  pub l i ca t ions  r e s u l t i n g  from NIH-supported research  i n  which t h e  

s tudy  populat ion w a s  l i m i t e d  t o  one sex f o r  any reason o t h e r  than  t h a t  t h e  d i sease  
o r  condi t ion  s tud ied  exc lus ive ly  affects t h a t  sex,  should s ta te ,  i n  t h e  a b s t r a c t  o r  
summary, t h e  gender of t h e  populat ion s tudied ,  e .g . ,  "male p a t i e n t s , "  "male 
volunteers , "  "female p a t i e n t s , "  "female volunteers ."  

For f u r t h e r  c l a r i f i c a t i o n  o r  d i scuss ion  o f  t h i s  i s sue ,  contac t :  

Luz A. Froehl ich,  M . D .  
Chairperson, Advisory Committee on Women's Heal th  
Nat ional  I n s t i t u t e s  of  Health 
Telephone: (301)  496-7688 

DATED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

PARTICIPANTS SOUGHT FOR INTERNATIONAL SCIENTIFIC EXCHANGE 
PROGRAM I N  AIDS RESEARCH 

P.T. 34, 26; K.W. 0715120, 0710030, 0785035 

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

According t o  t h e  World Health Organization, 100 na t ions  from a l l  con t inen t s  have 
repor ted  AIDS cases i n  t h e i r  coun t r i e s .  The doubling t i m e  o f  new cases r epor t ed  i n  
t h e  United S t a t e s  is  approximately 12 months. Unless t h e  d i sease  is c o n t r o l l e d  o r  
e l imina ted ,  AIDS may become one o f  t h e  most s e r i o u s  h e a l t h  t h r e a t s  no t  on ly  t o  U.S. 
c i t i z e n s  but  t o  t h e  e n t i r e  human populat ion.  

Research i n t o  t h i s  d i sease  has  been s i g n i f i c a n t .  The causative agent HTLV-III/LAV
virus, has been i d e n t i f i e d ;  t h e  v i r u s  has  been shown t o  severe ly  impair t h e  immune 
system and t h e  c e n t r a l  nervous system; t h e  a s soc ia t ed  r i s k  f a c t o r s  and major modes 
,f t ransmiss ion  are known; and t h e  epidemiologic p a t t e r n s  and modes of t ransmiss ion  

-alhave been shown t o  vary  between men and women and among coun t r i e s .  U n t i l  t h e  
d i sease  can be prevented,  cures are found, o r  an effect ivc,  vaccine is developedr 
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AIDS w i l l  cont inue t o  be an inc reas ing ly  g loba l  pub l i c  hea l th  problem. Many groups 

i n  t h e  United S t a t e s  and abroad are conducting research  on AIDS and it is f e l t  t h a t  

co l l abora t ion  between U.S. and fore ign  s c i e n t i s t s  is l i k e l y  t o  r e s u l t  i n  s i g n i f i c a n t  

new information about t h i s  disease process .  


The Fogarty I n t e r n a t i o n a l  Center proposes t o  e s t a b l i s h  a program t o  f a c i l i t a t e  

shor t - and long-term co l l abora t ion  between s c i e n t i s t s  from t h e  United S t a t e s  and 

o t h e r  coun t r i e s  who are involved i n  AIDS research .  The awards w i l l  be made t o  

p r i n c i p a l  i n v e s t i g a t o r s  i n  U.S. i n s t i t u t i o n s  who wish t o  i n v i t e  t o  t h e i r  

l a b o r a t o r i e s  fo re ign  s c i e n t i s t s  a t  a l l  career l e v e l s .  Each award w i l l  inc lude  funds 

t o  support  up t o  60 months of  fe l lowship  a c t i v i t y ,  with per iods  f o r  i nd iv idua l  

fe l lowships  ranging from 3 t o  24 months. The hos t  i n s t i t u t i o n  w i l l  r ece ive  a s m a l l  

allowance t o  p a r t i a l l y  def ray  t h e  fe l low's  research  expenses i n  add i t ion  t o  support 

f o r  t h e  p r i n c i p a l  i n v e s t i g a t o r ' s  e f f o r t s  and i n d i r e c t  c o s t s .  Each fe l low w i l l  

r ece ive  a s t ipend  and funds t o  cover t h e  expenses of round-tr ip  t r a v e l  and h e a l t h  

insurance.  


To be considered f o r  p a r t i c i p a t i o n ,  i n s t i t u t i o n s  must have ongoing c l i n i c a l  and 

m u l t i d i s c i p l i n a r y  research  programs i n  AIDS and must have planned or e s t a b l i s h e d  

research  p r o j e c t s  involving i n t e r n a t i o n a l  co l l abora t ion .  The proposed co l l abora t ion  

must have t h e  p o t e n t i a l  f o r  cont inuing af ter  t h e  fo re ign  s c i e n t i s t s  r e t u r n  t o  t h e i r  

parent  i n s t i t u t i o n .  


The purpose of t h i s  i n i t i a l  announcement is t o  i d e n t i f y  i n s t i t u t i o n s  i n t e r e s t e d  i n  

t h e  proposed program. I n s t i t u t i o n s  t h a t  meet t h e  c r i t e r i a  s t a t e d  above and are 

i n t e r e s t e d  i n  applying should submit t h e  fol lowing information: 


N a m e  o f  P r i n c i p a l  Inves t iga to r 

I n s t i t u t i o n  ( inc luding  department; mai l ing address  

and te lephone number)

L i s t  o f  c l i n i c a l  and sc i en t i f i c  d i s c i p l i n e s 

Countr ies  wi th  which you now have o r  are 

developing sc ien t i f ic  co l l abora t ions  


This information should be sen t  by December 19,  1986 t o :  


Bettie J. Graham, Ph.D. 

I n t e r n a t i o n a l  Research and Awards Branch 

Building 38A, Room 615 

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

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

Bethesda, Maryland 20892 

Telephone: (301)  496-6688 


FLECTRODES FOR FUNCTIONAL NEUROMUSCULAR STIMULATION (FNS) 


RFP AVAILABLE$ RFP-NIH-NINCDS-87-01 


P.T. 3 4 ;  K.W. 0740050, 0706040, 0715140 

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

Disorders  and Stroke 


The Nat ional  I n s t i t u t e  o f  Neurological and Communicative Disorders and Stroke has  a 

requirement f o r  t h e  development o f  e l ec t rodes  for use i n  func t iona l  neuromuscular 

s t imu la t ion  (FNS). This  w i l l  r e q u i r e  t h e  design,  f a b r i c a t i o n  and t e s t i n g  i n  v i t r o  

o f  e l ec t rodes ,  l eads ,  and plugs f o r  use  i n  implanted FNS systems. 


Offerors  must have experience i n  materials t e s t i n g  and mechanical design and must 

demonstrate a co l l abora t ive  arrangement with a group which is s tudying t h e  use  of  

implanted e l e c t r o d e s  f o r  func t iona l  neuromuscular s t imu la t ion  of  paralyzed human 

ex t r emi t i e s .  


This  is an announcement of  an a n t i c i p a t e d  Request f o r  Proposal. 

RFP-NIH-NINCDS-87-01 w i l l  be i ssued  on or about December 1, 1986, with a c l o s i n g 

d a t e  f o r  receipt of  proposals  t e n t a t i v e l y  set f o r  March 2 ,  1987. To r ece ive  a copy

of t h e  RFP, p l ease  supply t h i s  o f f i c e  with two self-addressed mail ing l a b e l s .  The 

RFP package w i l l  be a v a i l a b l e  upon w r i t t e n  reques t  t o :  


Contract ing Officer, Contracts  Management Branch 

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

Disorders  and St roke  

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

Federal  Bui lding,  Room 901 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 


c 


e. 
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Requests for copies  of  t h e  RFP w i l l  be honored i f  rece ived  wi th in  20 ca lendar  days
af ter  t h e  scheduled issue d a t e  of t h e  RFP. Requests rece ived  after t h i s  per iod  w i l l  
be f i l l e d  on a first-come, f i r s t - se rved  b a s i s  u n t i l  t h e  supply is  exhausted. A l l  
r e spons ib l e  sources  may submit a proposal which s h a l l  be considered by t h e  agency.

f-? 3 

d- -* p E P p 
RFP AVAILABLE: NIH-NINCDS-87-03 

P.T. 34; K.W. 0715075, 0745020, 0735015 

Nat ional  I n s t i t u t e  of Neurological and Communicative 
Disorders  and St roke  

The Nat ional  I n s t i t u t e  o f  Neurological and Communicative Disorders  and St roke  
(NINCDS) has  a requirement and p l ans  t o  i s s u e  a Request f o r  Proposals  (RFP)
e n t i t l e d ,  "Development o f  Improved Methodologies t o  Assess Diabe t ic  Neuropathy."
Proposals  w i l l  be  s o l i c i t e d  f o r  t h e  development o f  new methodologies, c l e a r l y
supe r io r  t o  e x i s t i n g  ones, s u i t a b l e  t o  eva lua te  t h e  s e v e r i t y  of  c l i n i c a l  or 
func t iona l  impairment r e s u l t i n g  from d i a b e t i c  neuropathy. 

Curren t ly  a v a i l a b l e  methodologies f o r  a s ses s ing  d i a b e t i c  neuropathy may no t  d e t e c t  
t h e  presence of neuropathy i n  i t s  e a r l y  stages, Furthermore, l abo ra to ry  and 
c l i n i c a l  assessments o f  t h e  s e v e r i t y  of  t h i s  neuropathy may not  c o r r e l a t e  w e l l  wi th  
t h e  func t iona l  impairment i n  d a i l y  l i v i n g  experienced by t h e  p a t i e n t  with d i a b e t i c  
neuropathy. Therefore ,  t h e  purpose of  t h e  RFP is  t o  sponsor t h e  development o f  
methodologies for asses s ing  d i a b e t i c  neuropathy which w i l l  provide improved
s e n s i t i v i t y  and b e t t e r  c o r r e l a t i o n  with func t iona l  improvement than  t h e  c u r r e n t l y
a v a i l a b l e  methodology. 

Prospec t ive  o f f e r o r s  are advised t h a t  t h e  RFP is not  intended t o  provide support  t o  
develop a c l i n i c a l  eva lua t ion  of d i a b e t i c  neuropathy which is  similar t o ,  or merely 
an  extension,  o f  t h e  c l i n i c a l  assessment r o u t i n e l y  used by n e u r o l o g i s t s  i n  diagnosing
and eva lua t ing  d i a b e t i c  neuropathy. Furthermore, t h i s  RFP i s  not  intended t o  
support  t h e  eva lua t ion  of any type  of commercial instrument a l r eady  i n  genera l  u se  
for t h e  assessment of neuropathies  when appl ied  t o  t h e  s p e c i f i c  eva lua t ion  o f  

-. d i a b e t i c  neuropathy.

f : For purposes o f  t h e  research  t o  be supported under t h i s  RFP, methodology s h a l l  be 
pur* 	 understood t o  involve any c l i n i c a l  assessment of  d i a b e t i c  neuropathy, whether by

ques t ionnai re  or by examination, and/or any instrumentat ion designed t o  measure any
phys io logica l  parameter of  t h e  pe r iphe ra l  or autonomic nervous systems r e l a t e d  t o  
d i a b e t i c  neuropathy. 

This  is  an announcement of  an a n t i c i p a t e d  Request o f  Proposals  (RFP). RFP 
NIH-NINCDS-87-03 w i l l  be i ssued  on or about December 1, 1986, with a c l o s i n g  d a t e  
f o r  receipt of  proposals  t e n t a t i v e l y  set for February 27, 1987. 

To r ece ive  a copy o f  t h e  RFP, p lease  supply t h i s  o f f i c e  with two se l f -addressed  
mail ing l a b e l s .  Requests must c i te  t h e  RFP number re ferenced  above and w i l l  be 
honored i f  rece ived  wi th in  20 calendar days af te r  t h e  s o l i c i t a t i o n  i s s u e  date.  
Since a l i m i t e d  number of copies  w i l l  be p r in t ed ,  r eques t s  s h a l l  be f i l l e d  on a 
first-come, f i r s t - s e r v e d  b a s i s  u n t i l  t h e  supply is exhausted. Requests for cop ies  of 
t h e  RFP should be s e n t  t o  t h e  fol lowing address:  

Cont rac ts  Management Branch 

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

Communicative Disorders  and Stroke 

Federal  Bui lding,  Room 901 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 

Attn:  RFP-NINCDS-87-03 


DEVELOPMENT OF SMALL LABORATORY ANIMAL MODELS FOR HTLV-IIIILAV INFECTIONS 


RFP AVAILABLE: RFP-NIH-NIAID-AIDSP-87-21 


P.T. 34; K.W. 0755020, 0715120 


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


The Nat ional  I n s t i t u t e s  of Health ( N I H )  has  a requirement f o r  t h e  development o f  an(
-lU, i n  vivo, small animal system t h a t  w i l l  s e rve  as a use fu l  experimental  model o f  

n a t u r a l  HTLV-III /LAV i n f e c t i o n s  i n  humans. 
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The Prevent ion Branch of  t h e  Acquired Immunodeficiency Syndrome Program of  t h e  
Nat ional  I n s t i t u t e  o f  Allergy and I n f e c t i o u s  Diseases ( N I A I D )  is s o l i c i t i n g  c o n t r a c t  
p roposa ls  from organiza t ions  having t h e  fac i l i t i es  and demonstrated e x p e r t i s e  t o  
conduct s t u d i e s  on experimental  v i r a l  i n f e c t i o n s  i n  small l abora to ry  animal models. 

This  NIAID-sponsored p r o j e c t  w i l l  t a k e  approximately t h r e e  yea r s  t o  complete. The 
work w i l l  r e q u i r e  t h e  a v a i l a b i l i t y  of t h e  proposed animals as w e l l  as t h e  a b i l i t y  t o  .. 

W' d e t e c t  v i r a l  r e p l i c a t i o n .  

This  is an announcement f o r  an a n t i c i p a t e d  Request f o r  Pro o s a l  (RFP).

RFP-NIH-NIAID-AIDSP-87-21 w i l l  be i ssued  on o r  about Decemger 8, 1986, with a 

c l o s i n g  d a t e  t e n t a t i v e l y  s e t  f o r  January 29, 1987. This  w i l l  be a cos t - 

reimbursement c o n t r a c t .  Mult iple  awards are a n t i c i p a t e d  as a r e s u l t  o f  t h i s  

announcement. Requests f o r  t h e  RFP should be d i r e c t e d  i n  wr i t i ng  t o :  


Larry B u t l e r  

Contract S p e c i a l i s t ,  Contract  Management Branch 

NIAID,  N I H  

Westwood Building, Room 707 

533 Westbard Avenue 

Bethesda, Maryland 20892 


Please  i n c l u d e  two self-addressed mail ing l a b e l s  with your reques t .  Telephone-

i n q u i r i e s  w i l l  no t  be honored. A l l  respons ib le  sources  may 8ubmit a proposal  which 

w i l l  be  considered by t h e  N I A I D .  


This advertisement does not  commit t h e  Government t o  award a c o n t r a c t .  


SHARED RESEARCH FACILITIES FOR MOLECULAR BIOLOGY 

RFA AVAILABLE: 87-HL-14 

P.T. 34, 36; K.W. 1002024, 1002008 

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

Appl ica t ion  Receipt Date: March 6, 1987 

The Nat ional  Heart, Lung, and Blood I n s t i t u t e  (NHLBI)  announces a g ran t  program t o  
enhance t h e  a p p l i c a t i o n  o f  molecular biology to card iovascular ,  pulmonary, andw' 	 hematology research .  This  program w i l l  provide f o r  renovat ion of fac i l i t i es  and/or
upgrading, modernization, or a c q u i s i t i o n  of  instrumentat ion t o  organiza t ions  wi th  
s u b s t a n t i a l ,  ongoing molecular biology research a c t i v i t i e s  i n  card iovascular ,
pulmonary, and hematologic d i seases .  The goa l  of  t h i s  program is t o  expand and/or
create phys ica l  resources  f o r  t h e  a p p l i c a t i o n  of  modern, soph i s t i ca t ed  technology t o  
fundamental r e sea rch  problems i n  h e a r t  and blood vesse l ,  lung, and blood d i seases .  
Domestic o rgan iza t ions  c u r r e n t l y  r ece iv ing  s i g n i f i c a n t  peer-reviewed N I H  support  f o r  
molecular biology research  i n  a t  least two of t h e s e  t h r e e  areas are e l i g i b l e  t o  
apply 

The I n s t i t u t e ' s  appropr ia t ion  f o r  F i s c a l  Year 1987 includes $2.25 mi l l i on  t o  support
this program. These g ran t s ,  awarded on a competi t ive basis, w i l l  be l i m i t e d  t o  a 
maximum of $500,000 t o t a l  c o s t s .  

An organiza t ion  applying f o r  t h e s e  g r a n t s  must c l e a r l y  show t h a t  t h e  research  
f a c i l i t i e s  t o  be e s t a b l i s h e d  w i l l  expand and improve t h e  e x i s t i n g  molecular biology
research  a c t i v i t i e s  i n  a t  l ea s t  two of t h e  t h r e e  program areas o f  t h e  NHLBI-- i . e . ,
h e a r t  and blood vesse l ,  lung, and blood research .  

A f t e r  compet i t ive review, awards ( l i m i t e d  t o  a maximum of $500,000) w i l l  be  i ssued  
on a matching basis--at  l eas t  one-third t o  be provided from non-Federal sources .  

An organiza t ion  may submit only one a p p l i c a t i o n  i n  response t o  t h i s  Request f o r  
Appl ica t ions .  An app l i ca t ion  may, however, reques t  funds f o r  more than  one shared 
research  f a c i l i t y .  

TIMETABLE 

Letter of  I n t e n t  . . . . . . . . .  
Receipt of Applicat ions . . . . . . .  
I n i t i a l  Review . . . . . . . . . . .  
Advisory Council Review . . . . . . .  
Award Date . . . . . . . . . . . . .  

January 30,  1987 

March 6 ,  1987 

June-July 1987 

September 10-11, 1987 

September 30, 1987 t


m' 	 I n q u i r i e s  concerning t h i s  program and r eques t s  f o r  copies  of t h e  RFA should be 
addressed t o t  
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Direc tor ,  Divis ion of  Extramural Affairs 

National Heart, Lung, and Blood I n s t i t u t e  

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

Westwood Building, Room 7A17 

Bethesda, MD 20892 

Telephone1 (301) 496-7416 


BJIOOD P B REGULATION 

RFA AVAILABLE: NIH-87-HL-08-P 

P.T. 341 K.W. 0715115, 0715195, 0765030, 0715020 

National  Heart, Lung, and Blood I n s t i t u t e  

Applicat ion Receipt Datet Apr i l  15, 1987 
The Behavioral  Medicine Branch of t h e  Diviaion of  Epideniolo and Cl in ica l  
Applicat ions,  Nat ional  Heart, Lung, and Blood I n s t i t u t e  ( N H L I f )  announce. t h e  
a v a i l a b i l i t y  of a Request f o r  Applicat ion on t h e  above crubject. 

This  s p e c i a l  g ran t  program w i l l  support  fundamental research  on t h e  r o l e  o f  ,
i n t e r a c t i o n s  between sodium in t ake  and behaviora l  and phys io logica l  f a c t o r s  
con t r ibu t ing  t o  t h e  pathogenesis  of  hypertension.  

Of i n t e r e s t  are a p p l i c a t i o n s  with a s t rong  behavioral  component conducted i n  animal 
models on humans and involving con t ro l l ed  environmental o r  l abora to ry  cha l lenges ,  o r  
o t h e r  emotional s t i m u l i .  Ind iv idua l  d i f f e rences  such as pe r sona l i ty  v a r i a b l e s  o r  
family h i s t o r y  of  hypertension should a l s o  be considered, as appropr ia te .  

Dietary, phys io logica l  and hormonal f a c t o r s  are r e l evan t  f o r  s tudy  as w e l l  as o t h e r  
f a c t o r s  t h a t  may be s i g n i f i c a n t  i n  t h e  pathogenesis  of  hypertension,  such as 
card iovascular  r e a c t i v i t y ,  t h e  renin-angiotensin-aldosterone system, o r  a t r i a l  
n a t r i u r e t i c  f a c t o r .  

Due t o  t h e  i n t e r d i s c i p l i n a r y  na tu re  of t h e  research  requi red  t o  i n v e s t i g a t e
r e l a t i o n s h i p s  among behavior,  sodium, and blood pressure  r egu la t ion?  combinations o f  
e x p e r t i s e  from behaviora l  and biomedical d i s c i p l i n e s  are encouraged. 

T ime t  able 
* 4 d  

Letter o f  I n t e n t  February 20, 1987 

Applicat ion Receipt Date A p r i l  15, 1987 

Technical Review Ju ly ,  1987 

Advisory Council Review September 10-11, 1987 

Award Date September 30, 1987 


I n q u i r i e s  and r e q u e s t s  f o r  copies  of t h e  RFA should be made t o :  


Pe te r  G .  Kaufmann, Ph.D. 

Division o f  Epidemiology and C l i n i c a l  Applicat ions 

National Heart, Lung, and Blood Ins t i tu te  

Federal  Bui lding,  Room 216 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 

Telephone: (301) 496-9380 


P.T. 341 K.W. 0785050, 1002004p 0765030, 0760025, 0760020, 0760060, 0705050 

National  I n s t i t u t e  of  Diabetes  and Digest ive and Kidney Diaeasea 

Nat ional  I n s t i t u t e  of A r t h r i t i s  and Musculoskeletal  and Skin Diseases 

PURPOSE 

t. The Nat ional  I n s t i t u t e  of Diabetes and Digest ive and Kidney Disease8 (NIDDK)  and t h e  
Nat ional  I n s t i t u t e  o f  A r t h r i t i s  and Musculoskeletal  and Skin Diseases (NIAMS) i n v i t e  
i n v e s t i g a t o r - i n i t i a t e d  research  grant  app l i ca t ions  t o :  1 )  develop b e t t e r  i n  v i t r o  

c, UI 	 systems i n  which t o  s tudy  t h e  effects of  hormones? hormone analogs,  ce l l -de r ived  
growth f a c t o r s  o r  cy tokines ,  and o the r  drugs o r  f a c t o r s  which r e g u l a t e  bone 
metabolism; 2) def ine  t h e  f a c t o r s  which r e g u l a t e  bone formation and remodeling; and 
3) study synergism and antagonism among t h e s e  f a c t o r s .  
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DISCIPLINES AND EXPERTISE 

I n t e r d i s c i p l i n a r y  approaches may be needed f o r  t h i s  s tudy with e x p e r t i s e  requi red  i n  
s e v e r a l  of t h e  fol lowing areas: endocrinology, c e l l  biology, mineral  metabolism,
mechanism of hormone ac t ion ,  and pept ide  and/or s t e r o i d  biochemistry.  

BACKGROUND c 
-' 

Hormones, inc luding  para thyro id  hormone, t h e  c a l c i f e r o l s ,  c a l c i t o n i n ,  s t e r o i d s ,  and 
somatomedins, are major r egu la to r s  of  bone formation, remodeling, s t r u c t u r e ,  and 
func t ion .  The r o l e  of  t h e s e  systemic hormones i n  maintenance of s k e l e t a l  i n t e g r i t y
and calcium and phosphate homeostasis is  w e l l  e s t ab l i shed .  Conditions o f  hormone 
excess  or def ic iency  f r equen t ly  are manifested through t h e  s k e l e t a l  system.
Hormones and t h e i r  analogs are o f t e n  used as the rapeu t i c  agents  i n  s k e l e t a l  
d i seases .  However, information on t h e  mechanism by which t h e s e  hormones act on bone 
is q u i t e  l i m i t e d  and much o f  our knowledge about t h e i r  r o l e  i n  bone metabolism is 
d e s c r i p t i v e .  

Recently,  a number o f  l o c a l  growth f a c t o r s ,  or cytokines ,  have been i d e n t i f i e d  which 
may p lay  a r o l e  i n  r egu la t ion  of  bone metabolism. These ce l l -der ived  f a c t o r s  are 
synthes ized  by leukocytes ,  f i b r o b l a s t s ,  o s t e o b l a s t s  and o the r  cell t ypes .  These 
f a c t o r s  include,  bu t  are not  l i m i t e d  t o ,  bone der ived  growth f a c t o r s ,  c a r t i l a g e
der ived  growth f a c t o r ,  human s k e l e t a l  growth f a c t o r ,  human p l a t e l e t  der ived  growth
f a c t o r ,  human and t ransforming growth f a c t o r s ,  epidermal growth f a c t o r ,  tumor 
n e c r o s i s  f a c t o r s ,  i n t e r l e u k i n s ,  i n t e r f e ron ,  and r e l a x i n .  Some of t h e s e  f a c t o r s  are 
produced by normal cells  and may r e g u l a t e  t h e  normal processes  of bone metabolism,
Others  are produced by human o r  animal tumors and may mediate t h e  pa thologica l  bone 
r e so rp t ion  and hypercalcemia assoc ia ted  with cancer .  The poss ib l e  r o l e  of  t h e s e  
l o c a l  growth f a c t o r s  i n  mediating t h e  effects of  systemic hormones remains t o  be 
determined. 

Many of t h e  unresolved i s s u e s  of  c l i n i c a l  re levance concerning t h e  effects of 
hormones or cytokines  on t h e  s k e l e t a l  system can b e s t  be answered us ing  i n  v i t r o  
systems i n  which confounding v a r i a b l e s  can be con t ro l l ed .  Recent advances i n  
development of  growth systems f o r  bone cells,  such as t h e  use of f i b r o n e c t i n  or 
col lagen  coa t ing  of  growth sur faces ,  make poss ib l e  s t u d i e s  of  s eve ra l  months 
du ra t ion .  However, much work remains t o  be done t o  develop i n  v i t r o  systems
s u i t a b l e  f o r  i n v e s t i g a t i n g  t h e  effects o f  bone a c t i v e  hormones and o f  t h e  newly
descr ibed  bone a c t i v e  cy tokines .  

OBJECTIVES e 
This s o l i c i t a t i o n  is intended t o  s t imu la t e  research  t h a t  w i l l  r e s u l t  i n  t h e  
development of  new or improved i n  v i t r o  systems i n  which t o  s tudy t h e  effects o f  t h e  
hormones and cy tokines  which effect bone metabolism. It is a l s o  intended t o  
s t i m u l a t e  i n v e s t i g a t i o n  u t i l i z i n g  new or e x i s t i n g  i n  v i t r o  systems of  t h e  mechanism 
o f  a c t i o n  and i n t e r a c t i o n s  o f  hormones and cytokines  known t o  r egu la t e  bone 
metabolism and t o  i d e n t i f y  o the r  p o t e n t i a l  bone a c t i v e  agents .  

SCOPE 

Some examples of  research  top ic s  which would be considered responsive to t h i s  
s o l i c i t a t i o n  inc lude  t h e  following: 

o 	 development of new or improved i n  v i t r o  bone resorb ing  and bone forming
systems such as fe ta l  c a l v a r i a ,  rat  long bones with enhanced release o f  
rad io labe led  calcium and decreased co l lagen  synthes is ,  or o the r  appropr i a t e
systems. 

o 	 development o f  new or improved i n  v i t r o  bone forming and bone resorb ing  ce l l  
l i n e s  from animal and human sources  u t i l i z i n g  serum free media whenever 
poss ib l e .  P u r i t y  and phenotypic s t a b i l i t y  of  cells  should be emphasized. 

o 	 development o f  pure prepara t ions  of  bone ce l l s  per  se prepared from 
embryonic bone tumor l i n e s .  

o 	 t e s t i n g  i n  new or e x i s t i n g  i n  v i t r o  systems of  t h e  e s t ab l i shed  bone a c t i v e  
hormones and t h e  newly descr ibed bone a c t i v e  cytokines  t o  e l u c i d a t e  t h e i r  
mechanism o f  a c t i o n .  o determinat ion i n  i n  v i t r o  systems of whether a given
hormone or analog r e s u l t s  i n  c a t a b o l i c  or anabol ic  effects on bone and/or a 
determinat ion of  whether t h e  effect  produced depends on t h e  type  o f  bone being
examined ( i .e . ,  embryonic o r  mature bone) or t h e  hormone concent ra t ion .  

o 	 i n v e s t i g a t e  i n  an i n  v i t r o  system of  t h e  long-term effects of hormones o r  
cytokines  i n  terms of parameters such as c y s t o l i c  calcium accumulation, cel l  
growth, and cel l  d i f f e r e n t i a t i o n .  
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i n  v i t r o  s t u d i e s  t o  de f ine  whether s k e l e t a l  effects of  hormones occur as a 

r e s u l t  of d i r e c t  a c t i o n  of t h e  hormone on bone or whether they  are mediated 

through o the r  f a c t o r s .  


i d e n t i f i c a t i o n  of  f a c t o r s  such as bone der ived growth f a c t o r  and human 

s k e l e t a l  growth f a c t o r  which are produced l o c a l l y  by bone cells  and 

i n v e s t i g a t i o n  of  t h e  r o l e  of  systemic hormones and o t h e r  f a c t o r s  i n  t h e  

r egu la t ion  of t h e i r  product ion.  


i n  v i t r o  s t u d i e s  t o  de f ine  whether s k e l e t a l  effects o f  hormones occur as a 

r e s u l t  o f  d i r e c t  a c t i o n  o f  t h e  hormone on bone or whether they  are mediated 

through o the r  f a c t o r s .  


i d e n t i f i c a t i o n  of f a c t o r s  such as bone der ived  growth f a c t o r  and human 

skeletal growth f a c t o r  which are produced l o c a l l y  by bone cells  and 

r egu la t ion  of t h e i r  production. 

s t u d i e s  i n  i n  v i t r o  systems designed t o  i d e n t i f y  and p u r i f y  t h e  f a c t o r s  t h a t  

a c t u a l l y  have d i r e c t  a c t i o n  on bone. 


s t u d i e s  o f  synergism and antagonism among bone a c t i v e  hormones and 

cytokines .  


These areas of i n t e r e s t  are not  l i s t e d  i n  any order  or p r i o r i t y .  They are only
suggested examples of areas of  research .  Applicants  are encouraged t o  propose o t h e r  
areas which are r e l a t e d  t o  t h e  ob jec t ives  and scope descr ibed above. 

MECHANISM OF SUPPORT 

The mechanism of support  f o r  t h i s  program w i l l  be t h e  grant- in-aid.  The r e g u l a t i o n s
(Code of Federal  Regulations,  T i t l e  42, P a r t  52 and, as app l i cab le  t o  t h e  s ta te  and 
l o c a l  governments, T i t l e  45, P a r t  7 4 )  and p o l i c i e s  which govern t h e  r e sea rch  g ran t  
programs of t h e  Nat ional  I n s t i t u t e s  o f  Health w i l l  p r e v a i l .  Although t h i s  
s o l i c i t a t i o n  is  included i n  t h e  sponsoring I n s t i t u t e ' s  funding p l ans  f o r  F i s c a l  Year 
1987, support  is cont ingent  upon r e c e i p t  of  funds f o r  t h i s  purpose. Since a v a r i e t y
of approaches would r ep resen t  v a l i d  responses  t o  t h i s  s o l i c i t a t i o n ,  it is 
a n t i c i p a t e d  t h a t  t h e r e  w i l l  be a range of  c o s t s  among ind iv idua l  g r a n t s  awarded. 
With r e spec t  t o  post-award adminis t ra t ion ,  t h e  cu r ren t  p o l i c i e s  and requirements
t h a t  govern t h e  r e g u l a r  research  g ran t  programs o f  t h e  N I H  w i l l  p r e v a i l .  

REVIEW PROCEDURES AND CRITERIA 

Assignment of  Appl ica t ions  

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be reviewed by s taff  f o r  t h e i r  responsiveness  t o  t h e  
ob jec t ives  of t h i s  PA. If an app l i ca t ion  is  considered unresponsive,  t h e  app l i can t
w i l l  be contacted and given an opportuni ty  t o  withdraw t h e  a p p l i c a t i o n  or t o  have it 
considered for t h e  r egu la r  gran t  program o f  t h e  N I H .  If an a p p l i c a t i o n  submitted i n  
response t o  t h i s  PA is i d e n t i c a l  t o  a research  g ran t  app l i ca t ion  a l r eady  submitted 
t o  t h e  N I H  f o r  review, t h e  appl icant  w i l l  be asked t o  withdraw t h e  pending
app l i ca t ion  before  t h e  new one is accepted. Simultaneous submission of i d e n t i c a l  
a p p l i c a t i o n s  w i l l  no t  be allowed. 

Applicat ions w i l l  be received by t h e  N I H ,  Divis ion of  Research Grants (DRG),
r e f e r r e d  t o  an  appropr i a t e  I n i t i a l  Review Group ( I R G )  f o r  s c i e n t i f i c  m e r i t  review,
and ass igned  t o  ind iv idua l  I n s t i t u t e s  f o r  poss ib l e  funding. Referral dec i s ion  w i l l  
be  governed by normal programmatic cons idera t ions  as s p e c i f i e d  i n  t h e  Referral 
Guidel ines  of  t h e  N I H ,  DRG. Some app l i ca t ions  may r ece ive  dual  assignment.  

Review Procedures 

Applicat ions i n  response t o  t h i s  s o l i c i t a t i o n  w i l l  be reviewed on a nationwide b a s i s  
and i n  accord with t h e  usual  National I n s t i t u t e s  o f  Health peer  review procedures.
Applicat ions w i l l  f irst be reviewed for s c i e n t i f i c  and t echn ica l  merit by an I n i t i a l  
Review Group composed pr imar i ly  of  non-federal  s c i e n t i f i c  consu l t an t s ,  and then  by
t h e  Nat ional  Advisory Council o f  t h e  appropr ia te  I n s t i t u t e ( s 1 .  The review cr i ter ia  
customari ly  employed by t h e  Nat ional  I n s t i t u t e s  of Health f o r  r egu la r  research  g ran t
app l i ca t ions  w i l l  p r e v a i l .  

Review Criteria 

The f a c t o r s  t o  be considered i n  t h e  eva lua t ion  of s c i e n t i f i c  meri t  o f  each 
a p p l i c a t i o n  w i l l  be similar t o  those  used i n  t h e  review of t r a d i t i o n a l  research  
p r o j e c t  g ran t  app l i ca t ions ,  including t h e  novel ty ,  o r i g i n a l i t y ,  and f e a s i b i l i t y  of  
t h e  approach; t h e  t r a i n i n g ,  experience,  and research  competence of  t h e  
inves t iga to r ( s1 ;  t h e  adequacy of  t h e  experimental  design; t h e  s u i t a b i l i t y  of t h e  
faci l i t ies ;  and t h e  appropr ia teness  of  t h e  requested budget t o  t h e  work proposed. 
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METHOD OF APPLYING 


Format f o r  Appl ica t ions  


Appl ica t ions  should be submitted on form PHS 398, which is a v a i l a b l e  from an 

app l i can t  i n s t i t u t i o n ' s  Off ice  of Sponsored Research or from t h e  N I H  Divis ion of e
Research Grants ( D R G ) .  U s e  t h e  convent ional  format f o r  research  p r o j e c t  g ran t  


a p p l i c a t i o n s  and ensure t h a t  t h e  p o i n t s  i d e n t i f i e d  i n  t h i s  PA i n  t h e  s e c t i o n  on 

"Review Procedures and Criteria" are f u l f i l l e d ,  To i d e n t i f y  t h e  ap l i c a t i o n  as a 

response t o  t h i s  PA, check "yes" on item two of page one of  t h e  appPi c a t i o n  and 

e n t e r  t h e  t i l e  "Research on Bone Active Hormones and Cytokines."" 


A s  in t h e  case with r egu la r  research  p r o j e c t  g ran t  app l i ca t ions ,  ap l i c a n t s  are 

re ues t ed  t o  f u r n i s h  t h e i r  own estimates of t h e  time requi red  t o  acRieve t h e  

o b j e c t i v e s  o f  t h e  roposed research  p r o j e c t .  Howeverr except under very unusual 

circumstances,  appPi c a t i o n s  submitted i n  response t o  t h i s  s o l i c i t a t i o n  should not  

r eques t  support  f o r  more t han  a t h r e e  ear per iod .  A t  t h e  end o f  t h e  i n i t i a l  award 

periods renewal a p p l i c a t i o n s  may be sugmitted for f u r t h e r  compet i t ive review through 

t h e  r e g u l a r  research  g ran t  program of t h e  N I H .  


Appl ica t ions  w i l l  be accepted i n  accordance with t h e  announced r e c e i p t  d a t e s  f o r  new 

a p p l i c a t i o n s  (see r e c e i p t  d a t e s  and review schedule i n  app l i ca t ion  k i t s ) .  


Appl ica t ion  Procedure 


The o r i g i n a l  and s i x  cop ie s  of t h e  a p p l i c a t i o n  should be s e n t  o r  de l ive red  t o :  


Appl ica t ion  Receipt 

Divis ion  of  Research Grants  

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

Westwood Building, Room 240 

Bethesda, Maryland 20892 


I n q u i r i e s  


For f u r t h e r  information, i n v e s t i g a t o r s  are encouraged t o  contac t  t h e  fol lowing 

i nd iv idua l s :  


Robert A.  Tolman, Ph.D. 

Endocrinology Research Program Direc tor  

Division o f  Diabetes ,  Endocrinology and Metabolic Diseases 

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

Westwood Building,  Room 605 

Bethesda, Maryland 20892 

Telephoner (301)  496-7504 


Stephen L. Gordon, Ph.D. 

Musculoskeletal  Diseases Program Direc tor  

National  I n s t i t u t e  of  A r t h r i t i s ,  and Musculoskeletal  

and Skin Diseases 

Westwood Building,  Room 407 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7326 


This  program is  descr ibed  i n  t h e  Catalog o f  Federal  Domestic Assis tance No. 13.846, 

A r t h r i t i s ,  Bone and Skin Diseases Research and No. 13.847,  Diabetes,  Endocrinology,

and Metabolism, No. 13 .855 .  Awards w i l l  be made under t h e  a u t h o r i t y  o f  t h e  Publ ic  

Health Serv ice  A c t ,  T i t l e  111, Sect ion  301 (Publ ic  Law 78-410, as amended; 42 USC 

2 4 1 )  and adminis tered under PHS grant  p o l i c i e s  and Federal  Regulations 42 CFR part 

52 and 45 CFR P a r t  7 4 .  This  program is not  sub jec t  t o  t h e  intergovernmental  review 

requirements of Executive Order 12372 o r  Health Systems Agency Review. 


87SPECIAL-^ DA- -09 ­ vu) 

P.T. 34;  K.W. 0404009, 0404000, 0755030, 0730010, 0715095 

National  I n s t i t u t e  on Drug Abuse 

Appl ica t ion  Receipt Dates: February 1 ,  June 1, October 1 

PURPOSE 

The purpose o f  t h i s  announcement is  t o  s t imu la t e  behavioral  and c l i n i c a l  r e sea rch  i n  e 
t h e  area o f  v u l n e r a b i l i t y  t o  drug abuse. It is expected t h a t  t h i s  research  willr 
(1) improve our understanding of gene t i c  and environmental f a c t o r s  t h a t  are involved 
i n  t h e  e t i o l o g y  of  t h e  d isorder ;  ( 2 )  i d e n t i f y  groups t h a t  a r e  a t  high r i s k  for t h e  
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development of  t h e  d isorder ;  (3) f ac i l i t a t e  t h e  development of  programs t h a t  are 
e f f e c t i v e  i n  prevent ing t h e  d i so rde r  i n  h igh- r i sk  groups; and (4) improve e f f o r t s  a t  
t r e a t i n g  t h e  d i so rde r  by al lowing e t i o l o g i c a l  f a c t o r s  t o  be addressed during t h e  
treatment process .  

"? BACKGROUND 
d.'W, 

Vulne rab i l i t y  t o  alcoholism has  been w e l l  e s t ab l i shed .  The r e s u l t s  of family,
adoption, and twin s t u d i e s  suggest t h a t  both gene t i c  and environmental f a c t o r s  are 
involved i n  i t s  e t io logy .  For example, family s t u d i e s  have shown t h a t  alcoholism 
t ends  t o  run in families, which may be explained by both gene t i c  and environmental 
in f luences .  The r o l e  of gene t i c  f a c t o r s  i n  alcoholism has been s t rong ly  suggested
by r e s u l t s  of adopt ion s t u d i e s  (where male adoptees with a t  least  one a l coho l i c  
b i o l o g i c a l  parent  are 3-4 times more l i k e l y  t o  abuse alcohol  t han  adoptees with 
non-alcohol- abusing b io log ica l  pa ren t s )  and twin s t u d i e s  (where monozygotic twins  
show higher concordance f o r  a lcohol  abuse than  d i zygo t i c  tw ins ) .  The r o l e  of  
environmental inf luences is a l s o  evident  from t h e  r e s u l t s  of  t h e s e  s t u d i e s ,
p a r t i c u l a r l y  twin s t u d i e s  where not  a l l  monozygotic twins  have been found t o  be 
concordant f o r  a lcohol ism.  

In  c o n t r a s t ,  l i t t l e  is known about environmental and gene t i c  f a c t o r s  t h a t  c o n t r i b u t e  
t o  t h e  e t io logy  of  o t h e r  t ypes  of  drug abuse ( i . e , ,  heroin,  cocaine,  mari juana) .
Evidence suggests ,  however, t h a t  t h e  p a t t e r n  of  i nhe r i t ance  f o r  drug abuse may be 
similar t o  t h a t  f o r  alcoholism. Drug abusers  f requent ly  abuse a lcohol ,  and 
a l c o h o l i c s  o f t e n  r e p o r t  problematic drug use.  Also, alcoholism and drug abuse t end  
t o  run i n  t h e  same families. I n  addi t ion ,  t h e r e  is a c l o s e  a s s o c i a t i o n  between 
alcohol /drug abuse and o the r  forms of  psychopathology. Family s t u d i e s  of  a lcohol  
abuse r e p o r t  increased  rates of o the r  p s y c h i a t r i c  d i so rde r s  ( inc luding  drug abuse)
i n  t h e  family members of  a l coho l i c s .  

It is recognized t h a t  simple cause-and-effect models are inadequate f o r  expla in ing
v u l n e r a b i l i t y  t o  drug abuse. Rather,  it appears t h a t  var ious  combinations o f  
b i o l o g i c a l  and environmental f a c t o r s  can a t t e n u a t e  o r  exacerbate  an ind iv idua l ' s  
l i k e l i h o o d  f o r  becoming drug dependent. To i d e n t i f y  t h e  r e l evan t  v a r i a b l e s  it is 
also important t o  examine not  only organismic va r i ab le s ,  but  a l s o  environmental 
f a c t o r s  t h a t  i n t e r a c t  t o  determine an ind iv idua l ' s  v u l n e r a b i l i t y .  Such f a c t o r s  may
opera t e  wi th in  e i t h e r  t h e  immediate mi l ieu  (e.g. ,  family,  peer group),  o r  more 

% 
broadly (e .g . ,  c u l t u r a l  norms). 

w-3 %eviously,  e t i o l o g i c a l  s t u d i e s  of  drug abuse have focused almost exc lus ive ly  on 
mrpsychosocial  f a c t o r s  t h a t  con t r ibu te  t o  development of  t h e  d i so rde r .  While it is  

important t o  determine how such f a c t o r s  con t r ibu te  t o  drug abuse, a d d i t i o n a l  
r e sea rch  focusing on environmental and gene t i c  in f luences  is needed. Knowledge
gained from t h i s  r e sea rch  w i l l  a l low more e f f e c t i v e  programs t o  be developed f o r  t h e  
prevent ion and t rea tment  of  drug problems. For example, prevent ion s t ra tegies  can 
be t a r g e t e d  specifically at high-r i sk  groups ( i . e . ,  ch i ld ren / s ib l ings  of drug
abuse r s ) .  Such programs would be cos t - e f f ec t ive  because they  would enable  
in t e rven t ion  e f f o r t s  t o  be focused on ind iv idua l s  a t  greatest  r i s k  f o r  drug abuse.  
By al lowing t rea tment  programs t o  address  f a c t o r s  involved i n  t h e  e t i o l o g y  of t h e  
d i so rde r ,  knowledge gained may a l s o  improve t h e  e f f ec t iveness  of  t rea tment  e f f o r t s .  

Special attention should be directed toward ch i ld ren  who are a t  high r i s k  �or 
developing drug dependence but  do not  develop t h e  d i so rde r .  Research is needed t o  
determine t h e  types  of  gene t ic ,  famil ia l ,  behavioral ,  and environmental f a c t o r s  t h a t  
c o n t r i b u t e  t o  t h i s  Such f ind ings  may be employed by prevent ion 
programs t o  p r o t e c t  o the r  h igh- r i sk  adolescents  from becoming drug dependent.
Research t h a t  focuses  on r a c i a l l e t h n i c  minori ty  groups and women is a l s o  encouraged. 

AREAS OF RESEARCH INTEREST 

Family S tudies :  comparing drug use  by r e l a t i v e s  of  drug abusers  and non-abusers t o  
determine t h e  ex ten t  t o  which drug abuse o f  d i f f e r e n t  types  runs i n  families;
in t e rgene ra t iona l  p a t t e r n s  of i nhe r i t ance  of  drug use; f a m i l i a l  and non-famil ia l  
forms of drug abuse; poss ib l e  a s s o r t a t i v e  mating i n  familial  t ransmiss ion  of  drug
abuse; drug use p a t t e r n s  of c l i n i c a l l y  unaffected members of  h igh- r i sk  families;
he terogenei ty  of  drug use  i n  ch i ld ren  of drug-abusing pa ren t s .  

Twin Studies :  comparing drug use by members of monozygotic and d i zygo t i c  p a i r s  t o  
estimate t h e  ex ten t  t o  which gene t i c  and environmental f a c t o r s  con t r ibu te  t o  t h e  
e t io logy  of drug abuse; concordance f o r  type  or rou te  of  drug use; concordance f o r  
drug preference ,  magnitude of drug response,  or s e v e r i t y  of  drug-related problems
( i . e . ,  withdrawal symptoms); i d e n t i f i c a t i o n  of  b io log ic  and behavioral  f a c t o r s  t h a t  
a r e  r e l a t e d  t o  discordance f o r  drug abuse i n  monozygotic twins .* 

WW' 
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Adoption or Half -s ib l ing  S tudies :  comparing drug use by ind iv idua l s  born t o  
drug-abusing and non-drug-abusing pa ren t s  and r ea red  by similar or oppos i te  p a r e n t s
t o  estimate t h e  r e l a t i v e  inf luence of gene t i c  f a c t o r s  and r e a r i n g  environment i n  t h e  
development of  drug abuse; i d e n t i f i c a t i o n  o f  environmental f a c t o r s  t h a t  may
predispose or p r o t e c t  an ind iv idua l  from drug abuse; in f luence  of  sex of fa f fec t ed luna f fec t ed  r e a r i n g  parent  on development of  drug abuse. 

High Risk S tud ie s :  comparing ind iv idua l s  be l ieved  t o  be a t  increased  r i s k  f o r  drug
abuse ( i .e . ,  c h i l d r e n  o f  alcohol/drug abusers )  t o  c o n t r o l s  i n  o rde r  t o  i d e n t i f y
s p e c i f i c  g e n e t i c  and environmental f a c t o r s  ( inc luding  p s y c h i a t r i c )  t h a t  predispose
ind iv idua l s  to drug abuse; i d e n t i f i c a t i o n  o f  phys io logica l ,  biochemical, and/or
behaviora l  markers t h a t  i n d i c a t e  p red i spos i t i on  t o  drug abuse; determinat ion o f  
whether h igh- r i sk  s t a t u s  is dependent on state of t h e  organism o r  a l t e r e d  response
t o  drugs; c la r i fy  t h e  ex ten t  t o  which drug-abuse v u l n e r a b i l i t y  is r e l a t e d  t o  a lcohol  
abuse and o t h e r  forms o f  psychopathology. 

C l i n i c a l  S tudies :  t o  determine t h e  i n t e r r e l a t i o n s h i p  between drug abuse and o t h e r  
forms of psychopathology ( i . e . ,  depression,  anxie ty ,  sociopathy);  t h e  r o l e  o f  o t h e r  
psychopathology as a predisposing f a c t o r  t o  drug abuse; p rena ta l  exposure t o  drugs 
on l a t e r  drug response or pred i spos i t i on  t o  drug abuse; pe r sona l i ty  f a c t o r s  involved 
i n  t h e  e t i o l o g y  t o  drug abuse. 

Behavioral  S tud ie s :  t o  i d e n t i f y  environmental f a c t o r s  t h a t  c o n t r i b u t e  t o  increased  
v u l n e r a b i l i t y  t o  drug abuse, inc luding  a v a i l a b i l i t y  o f  drug, type  o f  drug, r o u t e  o f  
adminis t ra t ion ,  absence of  competing behaviors,  drug de l ive ry  schedule; a l s o  
environmental  f a c t o r s  t h a t  p r o t e c t  from t h e  development o f  drug abuse in high-r i sk
ind iv idua l s .  

S t a t u t o r y  a u t h o r i t y  f o r  t h i s  gran t  announcement is  Sec t ion  515 o f  t h e  Publ ic  Heal th  
A c t  (42 USC 290cc).  Applicat ions submitted i n  response t o  t h i s  announcement are no t  
sub jec t  t o  t h e  intergovernmental  review requirements o f  Executive Order 12372, as 
implemented through Department o f  Health and Human Serv ices  r egu la t ions  a t  45 CFR 
P a r t  100 .  

ELIGIBILIlY 

Appl ica t ions  f o r  research  g ran t s  may be made by pub l i c  or p r i v a t e  non-profi t
organiza t ions ,  such as u n i v e r s i t i e s ,  co l leges ,  h o s p i t a l s  or l a b o r a t o r i e s ,  u n i t s  o f  

1 	 S t a t e  or l o c a l  government, o r  au thor ized  u n i t s  o f  t h e  Federal  Government. Women and 
minor i ty  i n v e s t i g a t o r s ,  i n  p a r t i c u l a r ,  are encouraged t o  apply.  

APPLICATION PROCESS 

S t a t e  and l o c a l  government agencies  should use  forms PHS-5161. All o t h e r  a p p l i c a n t s
should use  t h e  s tandard  PHS-398 ( r ev i sed  5/82) research  grant  a p p l i c a t i o n  form. 
VULNERABILITY TO DRUG ABUSE, DA-87-09 should be typed i n  I t e m  2 on t h e  face page of 
t h e  app l i ca t ion .  

P r o j e c t s  may be submitted under t h i s  announcement t h a t  address  i s s u e s  i n  common with 
t h e  Nat ional  I n s t i t u t e  on Alcohol Abuse and Alcoholism and t h e  Nat ional  I n s t i t u t e  on 
Mental Heal th .  J o i n t  funding of  such p r o j e c t s  is poss ib le ;  however, p reapp l i ca t ion
consu l t a t ion  is s t rong ly  encouraged. 

Researchers i n t e r e s t e d  s o l e l y  i n  a lcohol  s t u d i e s  of  v u l n e r a b i l i t y  should refer t o  
t h e  Nat ional  I n s t i t u t e  on Alcohol Abuse and Alcoholism Announcement No. 86-04 
"Genetics Research i n  Alcoholism." 

Applicat ion k i t s  conta in ing  t h e  necessary forms and i n s t r u c t i o n s  may be obta ined  
from bus iness  o f f i c e s  or o f f i c e s  o f  sponsored research  a t  most u n i v e r s i t i e s ,
co l l eges ,  medical schools ,  and o the r  major research  f a c i l i t i e s .  If such a source  is  
not  ava i l ab le ,  t h e  fol lowing o f f i c e  may be contacted �or t h e  necessary a p p l i c a t i o n
material : 

Grants Management Branchi 	 National  I n s t i t u t e  on Drug Abuse 
5600 F i she r s  Lane, Room 10-25 
Rockvi l le ,  Maryland 20857 
Telephone: (301)  443-6710 

The s igned o r i g i n a l  and s i x  (6 )  permanent l e g i b l e  copies  of t h e  complete a p p l i c a t i o n 

should be s e n t  t o :  


Divis ion  o f  Research Grants,  N I H  

Westwood Bldg., Room 240 

5333 Westbard Avenue 

Bethesda, Maryland 20205 


Fur ther  information and consu l t a t ion  on program requirements can be obtained from: 
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Roy W .  Pickens, Ph.D. 

Direc tor ,  Div is ion  o f  C l i n i c a l  Research 

National I n s t i t u t e  on Drug Abuse 

5600 F i s h e r s  Lane, Room 10A-38 

Rockville,  MD 20857 


' (h Telephone: (301)  443-6697 
, REVIEW PROCESS 

Appl ica t ions  rece ived  under t h i s  announceme t w i l l  be assigned t o  an i n i t i a l  review 
group f o r  s c i e n t i f i c  merit review. Such groups c o n s i s t  p r imar i ly  o f  non-Federal 
expe r t s .  N o t i f i c a t i o n  o f  review outcome w i l l  be s e n t  t o  t h e  app l i can t  af ter  t h e  
i n i t i a l  review. Appl ica t ions  w i l l  r e ce ive  a secondary review f o r  p o l i c y
cons ide ra t ion  by t h e  National Advisory Council of t h e  National I n s t i t u t e  on Drug
Abuse. Only a p p l i c a t i o n s  recommended f o r  approval by t h e  National Advisory Council 
w i l l  be considered for funding. 

APPLICATION RECEIPT AND REVIEW SCHEDULE 

Receipt o f  I n i t i a l  Advisory Council Ear l ies t  
Appl ica t ions  Review Review Award 

February 1 May - June Sept - O c t  December 1 
June 1 O c t  - Nov Jan  - Feb Apr i l  1 
October 1 Feb - March May - June J u l y  1 

Appl ica t ions  rece ived  by February 1 ,  1987, w i l l  be considered f o r  funding i n  FY 
1987. 

REVIEW CRITERIA 

Criteria f o r  s c i e n t i f i c / t e c h n i c a l  merit review o f  a p p l i c a t i o n s  w i l l  inc lude  t h e  
f ollowing : 

o 	 t h e  re levance  of t h e  proposed r e sea rch  t o  improving understanding of 
v u l n e r a b i l i t y  t o  drug abuse; 

o 	 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  from a s c i e n t i f i c  or t e c h n i c a l  s tandpoin t
o f  t h e  goa l s  o f  t h e  proposed research;  

o t h e  q u a l i f i c a t i o n s  and research  experience 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 
1 cwv o t h e r  key r e sea rch  personnel; 

o 	 t h e  a v a i l a b i l i t y  of adequate f ac i l i t i e s ,  o the r  resources ,  and c o l l a b o r a t i v e  
arrangements necessary  f o r  t h e  research;  

o 	 t h e  appropr ia teness  o f  budget estimates f o r  t h e  proposed r e sea rch  
a c t i v i t i e s ;  and 

o 	 t h e  adequacy o f  p rov i s ions  f o r  t h e  p r o t e c t i o n  o f  human sub jec t s ,  i f  
app l i cab le .  

AWARD CRITERIA 


Appl ica t ions  recommended f o r  approval by t h e  National Advisory Council on Drug Abuse 
w i l l  be considered f o r  funding on t h e  b a s i s  o f :  

o 	 o v e r a l l  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  proposed r e sea rch  as 
determined by peer  review; 

o program balance o f  NIDA; 

o relevance t o  n a t i o n a l  need as r e f l e c t e d  by NIDA r e sea rch  p r i o r i t i e s ;  

o p o t e n t i a l  c o n t r i b u t i o n  t o  t h e  areas i d e n t i f i e d  i n  t h e  announcement; and 

o t h e  a v a i l a b i l i t y  o f  funds.  

TERMS AND CONDITIONS OF SUPPORT 

Grant funds may be used f o r  expenses c l e a r l y  r e l a t e d  and necessary t o  conduct 
r e sea rch  p r o j e c t s ,  inc luding  both d i r e c t  c o s t s  which can be s p e c i f i c a l l y  i d e n t i f i e d  
with t h e  p r o j e c t  and allowable i n d i r e c t  c o s t s  of t h e  I n s t i t u t i o n .  Funds may n o t  be 
used t o  e s t a b l i s h ,  add a component t o ,  or opera te  a t rea tment ,  r e h a b i l i t a t i o n ,  or 

I thi#prevent ion  i n t e r v e n t i o n  s e r v i c e  program. Support f o r  r e sea rch - re l a t ed  t rea tment ,  
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r e h a b i l i t a t i o n  or prevent ion  s e r v i c e s  and programs may be reques ted  only  f o r  c o s t s  
r equ i r ed  by t h e  r e sea rch .  These c o s t s  must  be j u s t i f i e d  i n  terms o f  r e sea rch  
ob jec t ives ,  methods, and des igns  which promise t o  y i e l d  gene ra l i zab le  knowledge
and/or make a s i g n i f i c a n t  con t r ibu t ion  t o  t h e o r e t i c a l  concepts.  

Grants must be administered i n  accordance with t h e  PHS GRANTS POLICY STATEMENT (DHHS
Pub l i ca t ion  No. (OASH) 82-50-000 GPO-017-020-0090-1 ( r e v . )  December 1 ,  1982,

- a v a i l a b l e  f o r  $5 .00  from t h e  Superintendent of Documents, U.S. Government P r i n t i n g
Office, Washington, D . C .  20402). T i t l e  42 of t h e  Code of Federal  Regulations,  P a r t  
52, "Grants f o r  Research P ro jec t s "  is app l i cab le  t o  t h e s e  awards. While r e fe rences  
t o  o t h e r  app l i cab le  r e g u l a t i o n s  may be found i n  t h e  aforementioned r e fe rence ,
s p e c i a l  a t t e n t i o n  is c a l l e d  t o  42 CFR 2 - C o n f i d e n t i a l i t y  o f  Alcohol and Drug Abuse 
P a t i e n t  Records. 

Appl ica t ions  rece ived  under t h i s  special announcement w i l l  be considered f o r  funding 
on t h e  b a s i s  o f  o v e r a l l  s c i e n t i f i c  and t e c h n i c a l  mer i t s  o f  t h e  proposal as 
determined by peer  review. It is es t imated  t h a t  4-5 p r o j e c t s  w i l l  be funded under 
t h i s  announcement dur ing  FY 1987. I n i t i a t i o n  o f  new p r o j e c t s  after FY 1987 w i l l  
depend on a v a i l a b i l i t y  o f  funds. Appl ica t ions  rece ived  i n  response t o  t h i s  
announcement w i l l  compete f o r  approximately 52.0 mi l l i on  i n  new g ran t  money t h a t  h a s  
been made a v a i l a b l e  f o r  t h i s  purpose. 

Support w i l l  be provided f o r  a per iod  o f  up t o  f i v e  years ,  renewable f o r  subsequent
per iods ,  s u b j e c t  t o  continued a v a i l a b i l i t y  o f  funds and progress  achieved. 

This  program is descr ibed  i n  t h e  Catalogue of Federal  Domestic Ass is tance  No. 
13.279. 

ERRATUM 

W ' R  OVED INSTRUMENTATION FOR THE DIAGNOSIS OF VENOUS THROMBOSIS 

P.T. 34; K.W. 0706030, 0715040, 0735015 

National Heart, Lung, and Blood I n s t i t u t e  	 n
I / 
1


*The announcement of RFA a v a i l a b i l i t y  e n t i t l e d :  IMPROVED INSTRUMENTATION FOR THE 
DIAGNOSIS OF VENOUS THROMBOSIS t h a t  appeared i n  t h e  Guide, Vol. 15, No. 21 - October 
10, 1986, page 4 i n c o r r e c t l y  l i s t e d  t h e  RFA number as 87-HL-01. The c o r r e c t  number 
is  86-HL-34-B. 

12 * U . S .  G O V E R N M E N T  P R I N T I N G  OFFICE1 1986-181-289140022 


