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NOTICES OF AVAILABILITY (RFPs AND RFAs) 

PROPHET SYSTEM SUPPORT AND ENHANCEMENT 

RFP AVAILABLE: NIH-RR-90-16 

‘e P.T. 34; K.W. 1004000, 1004004, 0755018, 1010013 

Nat iona l  Center  f o r  Research Resources 


The Nat iona l  Center f o r  Research Resources (NCRR) is s o l i c i t i n g  o f f e r o r s  t o  

suppor t  and enhance t h e  PROPHET I1 sof tware  system. The PROPHET I1 sof tware  

system is  an i n t e g r a t e d  UNIX-based system u t i l i z e d  by t h e  biomedical r e s e a r c h  

community f o r  s c i e n t i f i c  d a t a  management, a n a l y s i s ,  and v i s u a l i z a t i o n .  

PROPHET I1 is c u r r e n t l y  supported on t h e  fo l lowing  hardware p la t forms:  SUN 

Microsystems SUN-3 and SUN-4/Sparcstation ( U N I X  OS); VAXStation, and 

DECstation 2100/3100 (ULTRIX OS);  and, p r o j e c t e d  f o r  l a t e  1990, t h e  Macintosh 

I1 ( A U X ) .  The proposed c o n t r a c t  w i l l  r e q u i r e  completion o f  n i n e  g e n e r a l 

t a s k s :  User Support ,  PROPHET I1 sof tware  d isseminat ion ,  C l i n i c a l  Data 

Management, enhanced s t a t i s t i c s ,  implementation o f  new a p p l i c a t i o n s ,  p r o v i s i o n 

o f  Programming i n t e r f a c e s ,  short- term PROPHET c o r e  development, long-term 

PROPHET c o r e  development, and s p e c i a l  p r o j e c t s .  The s o l i c i t a t i o n  w i l l  be  

i s s u e d  approximately J u l y  27, 1990 wi th  proposa ls  due 60 days t h e r e a f t e r .  

NCRR e x p e c t s  t o  award one c o n t r a c t  from t h i s  s o l i c i t a t i o n .  


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

se l f -addressed  mai l 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  

r e q u e s t  t o :  


J a n i c e  G. Brunson 

Contrac t ing  Officer 

Research C o n t r a c t s  Branch 

Divis ion  o f  Cont rac ts  and Grants  

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

Bui ld ing  31, Room 1B44 

9000 Rockvi l le  Pike 

Bethesda, MD 20892 


EPIDEMIOLOGY OF SPECIFIC LANGUAGE IMPAIRMENT

* l l r * d  

RFP AVAILABLE: NIH-DC-90-19 

P.T. 34; K.W. 0785055, 0715050, 0715055, 0720010, 0410001, 0411005 

Nat iona l  I n s t i t u t e  on Deafness and Other Communication Disorders  


The Nat iona l  I n s t i t u t e  on Deafness and Other Communication Disorders  h a s  a 

requirement f o r  a r e s e a r c h  s tudy  t o  determine t h e  preva lence  o f  S p e c i f i c 

Language Impairment (SLI) i n  f ive-year-old c h i l d r e n  w i t h i n  urban, suburban, 

and r u r a l  environments i n  t h e  United States .  Within each of t h e  t h r e e  

environments:  1 )  a s c e r t a i n  t h e  percentage of SLI wi th  p r i m a r i l y  e x p r e s s i v e 

language d e f i c i t s ,  p r i m a r i l y  r e c e p t i v e  language d e f i c i t s ,  t h o s e  wi th  both  

r e c e p t i v e  and e x p r e s s i v e  de f i c i t s ,  and those w i t h  a concomitant phonological 

d i s o r d e r ;  2 )  a s c e r t a i n  s e x  d i f f e r e n c e s  i n  t h e  occurrence o f  SLI; 3 )  i d e n t i f y 

p o s s i b l e  r i s k  f a c t o r s  a s s o c i a t e d  with t h e  occurrence o f  SLI; and 4 )  i d e n t i f y 

t h e  percentage  o f  SLI c h i l d r e n  who have rece ived  o r  are r e c e i v i n g 

i n t e r v e n t i o n s  f o r  communication d i s o r d e r s .  A three-year ,  cost-reimbursement 

c o n t r a c t  is a n t i c i p a t e d .  The scheduled release d a t e  f o r  t h i s  s o l i c a t i o n  is  

J u l y  24 wi th  responses  due by August 24. A l l  r e s p o n s i b l e  s o u r c e s  may submit a 

proposa l  which s h a l l  be cons idered  by t h e  agency. 


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

se l f -addressed  mai l 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  

r e q u e s t  t o  : 


John P. DeCenzo 

Contrac t ing  Officer 

Research Cont rac ts  Branch 

D i v i s i o n  o f  Cont rac ts  and Grants 

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

Bui ld ing  31, Room 1B44 

9000 Rockvi l le  Pike 


4 Bethesda, MD 20892 
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X-RAY DIFFRACTION SYSTEM FROM MUSCLE FIBERS 

RFP AVAILABLE: RFP-NIH-NIAMS-90-2 

P.T. 34; K.W. 1002024 

Nat iona l  I n s t i t u t e  o f  A r t h r i t i s ,  Musculoske le ta l  and Skin Diseases 

The Nat iona l  I n s t i t u t e  o f  A r t h r i t i s ,  Musculoske le ta l ,  and Skin Diseases  

(NIAMS), Laboratory o f  Phys ica l  Biology (LPB)  has  a requirement f o r  a two 

dimensional X-ray (8 kev)  d e t e c t o r  sys tem which s h a l l  i n c o r p o r a t e  an imaging

p l a t e  coa ted  wi th  phosphor c r y s t a l s  p l u s  a h igh  e f f i c i e n c y  and low n o i s e  

readout  system. The system should be capable  o f  h igh  quantum e f f i c i e n c y , 

uniform and s t a b l e  s e n s i t i v i t y ,  and h igh  s p a t i a l  r e s o l u t i o n .  


This  Request f o r  Proposa ls ,  RFP No. NIH-NIAMS-90-2, w i l l  be i s s u e d  on or about 

August 6 ,  1990, wi th  a c l o s i n g  d a t e  of  September 24, 1990. NIAMS expec t s  t o  

make one award from t h i s  s o l i c i t a t i o n .  To r e c e i v e  a copy of  t h e  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  mai l ing  l a b e l s  and c i t e  t h e  RFP 

number r e fe renced  above. Requests must be i n  w r i t i n g  and addressed  t o :  


Robert Webber 

Contrac t  S p e c i a l i s t 

Nat iona l  I n s t i t u t e  o f  A r t h r i t i s ,  Musculoske le ta l  and Skin Diseases 

Westwood Bui ld ing ,  Room 602 

Bethesda, MD 20892 


Telephone r e q u e s t s  w i l l  no t  be honored. A reasonable  number o f  c o p i e s  o f  t h e  

RFP have been prepared  and w i l l  be i s sued  on an as are a v a i l a b l e  b a s i s .  Th i s  

announcement does n o t  commit t h e  Government t o  make an  award. 


BIOLOGICAL AND CHEMICAL STUDIES OF TAXOL 

RFA AVAILABLE: CA-90-16 

P.T. 34; K . W .  0740020, 0715035, 0765010 

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

Letter o f  I n t e n t  Date: September 17, 1990 
App l i ca t ion  Rece ip t  Date: October 24, 1990 

The Developmental The rapeu t i c s  Program o f  t h e  Div i s ion  of  Cancer Treatment,
Nat iona l  Cancer I n s t i t u t e  ( N C I )  announces t h e  a v a i l a b i l i t y  of  a Request f o r  
App l i ca t ions  (RFA) f o r  g r a n t s  r e l a t e d  t o  t h e  f u r t h e r  b i o l o g i c a l  and chemical 
development o f  t a x o l  as an  an t i tumor  agen t .  

Taxol h a s  shown e x c e l l e n t  confirmed a c t i v i t y  a g a i n s t  r e f r a c t o r y  ova r i an  cancer  
and p re l imina ry  a c t i v i t y  a t  o t h e r  si tes,  and is one o f  t h e  most promising new 
drugs  i n  many y e a r s .  It h a s  a wholly novel mechanism of  a c t i o n ,  b inding  t o  
micro tubules  and s t a b i l i z i n g  them a g a i n s t  depolymer iza t ion .  I n v e s t i g a t i o n s  of  
t h e  chemis t ry ,  b io logy ,  b iochemis t ry ,  and pharmacology of  t a x o l  have been 
l i m i t e d  and many a s p e c t s  of drug product ion  i n  t h e  source  p l a n t s ,  Taxus 
s p e c i e s ,  as w e l l  as many a s p e c t s  of  drug a c t i o n  are n o t  w e l l  understood. 

The i n t e n t i o n  o f  t h i s  RFA is  t o  encourage i n v e s t i g a t o r s  t o  propose i d e a s  which 
w i l l  i n c r e a s e  our  knowledge of t h e  d r u g ' s  p r o p e r t i e s  and which are l i k e l y  i n  
t h e  long  term t o  c o n t r i b u t e  t o  l a r g e - s c a l e  drug  supply and t o  maximally
e f f e c t i v e  usage o f  t a x o l  i n  t h e  c l i n i c a l  s e t t i n g .  The fo l lowing  are 
undeveloped or underdeveloped areas of  i n t e r e s t  which mer i t  p a r t i c u l a r
a t t e n t i o n :  ( 1 )  b i o s y n t h e s i s  and i ts  r e g u l a t i o n  i n  Taxus s p . ;  ( 2 )  p l a n t  t i s s u e  
c u l t u r e  t o  produce t a x o l  and r e l a t e d  compounds; (3) agronomics and p l a n t
g e n e t i c s  o f  t a x o l  t o  enhance product ion;  ( 4 )  e v a l u a t i o n  o f  g e n e t i c  eng inee r ing
methods t o  t r a n s f e r  genes involved i n  t a x o l  b i o s y n t h e s i s  t o  f a s t  growing
p l a n t s ;  ( 5 )  i d e n t i f i c a t i o n  of t h e  s p e c i f i c  t a x o l  b inding  s i t e  on micro tubules  
and o f  t h e  amino a c i d  sequences involved, l e a d i n g  t o  h igh - re so lu t ion
d e f i n i t i o n  o f  t h e  b ind ing  s i t e  and e v e n t u a l l y  t o  molecular m i m i c s  wi th  s imple r  
s t r u c t u r e s ;  ( 6 )  frequency, mechanisms, and circumvention of  r e s i s t a n c e ;  ( 7 )
s t u d i e s  of  i n  v i t r o  combinations of  t a x o l  w i th  o t h e r  c y t o t o x i c  agen t s ;  (8 )
human metabolism o f  t a x o l ;  ( 9 )  measurements and consequences o f  t i s s u e  
d i s t r i b u t i o n  o f  t a x o l ;  and ( 1 0 )  i n  v ivo  e v a l u a t i o n  o f  combination the rapy
us ing  t a x o l  i n  p r e c l i n i c a l  models. These a r e a s  are n o t  r e s t r i c t i v e .  

The mechanism f o r  t h i s  program w i l l  be t h e  t r a d i t i o n a l  i n d i v i d u a l  
r e sea rch -p ro jec t  g r a n t .  Although 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  1991 
inc lude  approximately $1,000,000 f o r  t h e  t o t a l  c o s t s  ( d i r e c t  and i n d i r e c t )  o f  
t h i s  program, suppor t  o f  g r a n t s  pursuant  t o  t h i s  RFA i s  con t ingen t  upon 
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r e c e i p t  of  funds  f o r  t h i s  purpose.  It is a n t i c i p a t e d  t h a t  approximately f i v e  

t o  e i g h t  g r a n t s  w i l l  be awarded under t h i s  one-time s o l i c i t a t i o n .  


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


D r .  Matthew Suf fness  
-e 	Program D i r e c t o r  

Grants and Con t rac t s  Opera t ions  Branch 
Div i s ion  o f  Cancer Treatment 
Nat iona l  Cancer I n s t i t u t e  
Executive P laza  North, S u i t e  832 
Bethesda, MD 20892 
Telephoner ( 3 0 1 )  496-8783 
FAX: ( 3 0 1 )  496-8333 

y 
RFA AVAILABLE: DE-90-02 

P.T. 44;  K.W. 0720005, 0715148, 0785040 

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

y 

Appl i ca t ion  Rece ip t  Date: December 1 0 ,  1990 

AUTHORITY AND PURPOSE 

Under a u t h o r i t y  o f  S e c t i o n  487 o f  t h e  Pub l i c  Health S e r v i c e  (PHS) Act as 
amended ( 4 2  USC 2881, t h e  Nat iona l  I n s t i t u t e  o f  Dental  Research ( N I D R )  is 
awarding Nat iona l  Research S e r v i c e  Award (NRSA) i n s t i t u t i o n a l  g r a n t s  ( T 3 2 )  t o  
e l i g i b l e  i n s t i t u t i o n s  t o  develop o r  enhance r e s e a r c h  t r a i n i n g  o p p o r t u n i t i e s
f o r  q u a l i f i e d  i n d i v i d u a l s  of  t h e  i n s t i t u t i o n s l s  s e l e c t i o n  who seek  t o  p repa re
f o r  c a r e e r s  i n  biomedical and behav io ra l  o r a l  h e a l t h  r e s e a r c h .  This  Request
f o r  App l i ca t ions  (RFA) announces t h e  nex t  a p p l i c a t i o n  r e c e i p t  d a t e  f o r  t h i s  
program (December 1 0 ,  1990)  and i d e n t i f i e s  t h e  t r a i n i n g  areas o f  s p e c i a l
i n t e r e s t .  

The purpose o f  t h e  NRSA program is t o  he lp  ensure  t h a t  h igh ly  t r a i n e d  
s c i e n t i f i c  manpower w i l l  be a v a i l a b l e  i n  adequate numbers and i n  t h e  

T U 	 a p p r o p r i a t e  r e s e a r c h  areas and f i e l d s  t o  main ta in  t h e  n a t i o n ’ s  biomedical and 
behav io ra l  o r a l  h e a l t h  r e s e a r c h  agenda. T i t l e  42 o f  t h e  Code o f  Federa l  
Regula t ions ,  P a r t  6 6 ,  is  a p p l i c a b l e  t o  t h i s  program as are t h e  fo l lowing
Cata log  o f  Federa l  Domestic Ass i s t ance  numbers: 13 .840 ,  13 .841 ,  13 .842 ,  
13 .843 ,  13 .844 ,  13 .845 ,  and 13 .878 .  

APPLICANT ELIGIBILITY REQUIREMENTS 

Domestic n o n p r o f i t  p r i v a t e  o r  p u b l i c  i n s t i t u t i o n s  may apply  f o r  g r a n t s  t o  
suppor t  r e s e a r c h  t r a i n i n g  programs. The a p p l i c a n t  i n s t i t u t i o n  must have t h e  
s t a f f  and f a c i l i t i e s  r e q u i r e d  f o r  t h e  proposed program. The t r a i n i n g  program
d i r e c t o r  a t  t h e  i n s t i t u t i o n  w i l l  be r e s p o n s i b l e  f o r  t h e  s e l e c t i o n  and 
appointment of t r a i n e e s  and f o r  t h e  o v e r a l l  d i r e c t i o n  of t h e  program.
C l i n i c a l  departments o r  programs should have a s i g n i f i c a n t  r e l a t i o n s h i p  wi th  
b a s i c  s c i e n t i s t s  t h a t  w i l l  a s s u r e  t r a i n e e s  wi th  c l i n i c a l  backgrounds t h e  
oppor tun i ty  t o  a c q u i r e  t h e  necessa ry  foundat ion  f o r  f u t u r e  independent
r e s e a r c h .  

REVIEW SCHEDULE 

The schedule  ( i n d i c a t e d  below) is  designed t o  a l low Program D i r e c t o r s  t i m e  t o  
r e c r u i t  cand ida te s  dur ing  t h e  f a l l  /w in te r  of t h e  academic yea r  ( 1 9 9 1 )  f o r  
appointments t o  begin  t h e  fo l lowing  summer. 

App l i ca t ion
Receip t  Date 

December 10 
1990 

I n i t i a l  Review Council Ear l ies t  
Meeting Meeting Award 

June I Ju ly  JulIAug September
1991 1991 1991 

ADDITIONAL INFORMATION 

The NIDR suppor t s  t r a i n i n g  i n  a l l  t h e  areas o f  biomedical and behav io ra l  o r a l  
h e a l t h  r e s e a r c h .  However, f o r  t h i s  c y c l e  w e  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  

J 	 a p p l i c a t i o n s  proposing t r a i n i n g  i n  t h e  b a s i c  and c l i n i c a l  s c i e n c e s  p e r t a i n i n g  
t o  c r a n i o f a c i a l  anomalies and d e n t a l  b i o m a t e r i a l s .  A p p l i c a t i o n ( s )  submi t ted  
i n  o t h e r  program areas a l s o  w i l l  be cons idered .  
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Commensurate wi th  t h i s  RFA, t h e  N I D R  w i l l  modify i t s  g u i d e l i n e s  f o r  appoin t ing
p o s t d o c t o r a l  t ra inees .  Preference  must be  given t o  p o s t d o c t o r a l  i n d i v i d u a l s  
who have rece ived ,  as o f  t h e  beginning o f  t h e i r  NRSA appointment,  a D.D.S.,
D . M . D . ,  o r  e q u i v a l e n t  d e n t a l  degree from an a c c r e d i t e d  domestic o r  f o r e i g n
i n s t i t u t i o n .  I n d i v i d u a l s  wi th  a r e s e a r c h  d o c t o r a l  degree (Ph.D. o r  
t h e y  are expected t o  apply f o r  t h et o  t h e  t r a i n i n g  g r a n t ,  a l though,  i n  g e n e r a l ,  

11 
e q u i v a l e n t )  may a l s o  be appointed i n d i v i d u a l  p o s t d o c t o r a l  NRSA fe l lowship  
award (F32) .  

The N I D R  expec ts  t o  fund approximately f i v e  new and/or renewal i n s t i t u t i o n a l  

t r a i n i n g  awards i n  response t o  t h i s  annual RFA. 


Appl icants  should re fer  t o  t h e  announcement i n  t h e  J u l y  15, 1988 i s s u e  o f  t h e  

N I H  Guide f o r  Grants  and Cont rac ts ,  Volume 17, No. 23, which c o n t a i n s  a 

complete and d e t a i l e d  d e s c r i p t i o n  o f  t h e  new s t r u c t u r e  and a d m i n i s t r a t i o n  o f  

our  NRSA i n s t i t u t i o n a l  g r a n t s  program. A modified v e r s i o n  o f  t h a t  document is  

a v a i l a b l e  from t h e  NIDR ( p l e a s e  see below) and should be used i n  p r e p a r i n g  a 

response t o  t h i s  RFA. 


Complete d e t a i l s  on t h e  p o l i c y  and g u i d e l i n e s ,  t h e  mechanism o f  t h e  award,

a p p l i c a t i o n  procedure,  review c r i t e r i a ,  and c o p i e s  o f  t h e  RFA may be obta ined  

from : 


Thomas M .  Valega, Ph.D. 

S p e c i a l  A s s i s t a n t  f o r  Manpower

Development and T r a i n i n g 

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

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

Westwood Building,  Room 510 

Bethesda, MD 20892 

Telephone: (301)  496-6324 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

PILOT PROJECTS OR FEASIBILITY STUDIES FOR G E N O M I C  ANALYSIS 

PA: PA-90-21 

P.T. 34; K.W. 1215018, 0755045, 1002058, 1004000 

Nat iona l  Center  f o r  Human Genome Research 

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

The Nat iona l  Center  f o r  Human Genome Research (NCHGR) i n v i t e s  a p p l i c a t i o n s  for 
p i l o t  p r o j e c t s  o r  f e a s i b i l i t y  s t u d i e s  t o  support  c r e a t i v e ,  novel ,
high-r iskyhigh payoff r e s e a r c h  t h a t  w i l l  s i g n i f i c a n t l y  advance p r o g r e s s  toward 
achiev ing  t h e  g o a l s  o f  t h e  Human Genome Program. These g o a l s  are d i s c u s s e d  i n  
d e t a i l  i n  t h e  document, "Understanding Our Genetic I n h e r i t a n c e  - The U . S .  
Human Genome P r o j e c t :  The F i r s t  Five Years - FY 1991-1995,11 a v a i l a b l e  from 
t h e  Human Genome Management Information System; Oak Ridge Nat iona l  Laboratory;
Oak Ridge, TN 37831-6050; t e lephone  (615)  576-6669. A summary o f  t h e  g o a l s  
are:  completion o f  a high-densi ty  g e n e t i c  map o f  t h e  human genome;
c o n s t r u c t i o n  of  a h igh- reso lu t ion  p h y s i c a l  map comprised o f  l a r g e  over lapping
c o n t i g s ;  development o f  a "sequence-tagged s i te"  map; development o f  
technology t o  reduce t h e  expense o f  DNA sequencing s i g n i f i c a n t l y  below c u r r e n t  
c o s t ;  development of computer t o o l s  t o  manage and provide access t o  mapping
and sequencing d a t a ;  examination o f  t h e  l e g a l ,  e t h i c a l ,  and s o c i a l  
i m p l i c a t i o n s  o f  t h e  Human Genome Program; and r e s e a r c h  t r a i n i n g .  

RESEARCH OBJECTIVES 

Current ly ,  most genomic r e s e a r c h  u t i l i z e s  mapping and sequencing techniques
t h a t  were n o t  developed f o r  l a r g e - s c a l e  a p p l i c a t i o n .  Although some reasonable  
improvements have been made i n  t h e s e  techniques  and approaches,  completion o f  
t h e  Human Genome Program w i l l  r e q u i r e  c o n s i d e r a b l e  i n c r e a s e s  i n  e f f i c i e n c y  and 
c o s t  e f f e c t i v e n e s s  of mapping and sequencing techniques ,  perhaps i n c l u d i n g  t h e  
development o f  completely new approaches.  

The purpose o f  t h i s  program announcement is t o  encourage a p p l i c a t i o n s  from 
i n d i v i d u a l s  who are i n t e r e s t e d  i n  t e s t i n g  novel  o r  conceptua l ly  c r e a t i v e  i d e a s  
t h a t  are s c i e n t i f i c a l l y  sound and may s i g n i f i c a n t l y  advance p r o g r e s s  toward 
t h e  s c i e n t i f i c  g o a l s  o f  t h e  Human Genome Program. Some i d e a s  may n o t  be 
developed f u l l y  enough f o r  a s tandard  R01 and can t h e r e f o r e  be cons idered  t o  
be  i n  t h e  ca tegory  o f  h igh  r i s k l h i g h  payoff .  A p p l i c a t i o n s  f o r  such p i l o t  
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p r o j e c t s  o r  f e a s i b i l i t y  s t u d i e s  are encouraged i n  a l l  areas i n  t h e  f ive -yea r
p lan ,  which inc lude  : 

o 	 c o n s t r u c t i o n  o f  h igh - re so lu t ion  g e n e t i c  maps, comprised o f  DNA 
markers wi th  an average spac ing  o f  2 centimorgans and gaps no 
g r e a t e r  t h a n  5 centimorgans, each i d e n t i f i e d  by a "sequence-tagged 

' & I d s i te ;"  (Olson e t  a l . ,  Sc ience  245:1434 (1989) ) ;  

o 	 c o n s t r u c t i o n  o f  h igh - re so lu t ion  phys ica l  maps of  chromosomes i n  
which c o n t i g s  o f  a t  l e a s t  2 m i l l i o n  base  p a i r s  are unambiguously
o rde red  and i d e n t i f i e d  by "sequence-tagged sites," spaced about 
100 ,000  base  p a i r s  a p a r t ;  

o 	 development of  new methods f o r  DNA sequencing t h a t  are capable  of 
s i g n i f i c a n t l y  reducing  t h e  c o s t  o f  sequencing; 

o 	 development o f  computer t o o l s ,  in format ion  systems, and s t r a t e g i e s
f o r  c o l l e c t i n g ,  s t o r i n g ,  r e t r i e v i n g ,  ana lyz ing ,  i n t e r p r e t i n g  and 
d i s t r i b u t i n g  l a r g e  amounts of  mapping and sequencing d a t a .  

The s h a r i n g  o f  materials and d a t a  i n  a t i m e l y  manner is e s s e n t i a l  f o r  p rogres s
toward t h e  Human Genome Program. A l l  a p p l i c a n t s  are expected t o  d i s c u s s  i n  
t h e i r  a p p l i c a t i o n s  p l a n s  f o r  s h a r i n g  informat ion  and d a t a  i n  a t i m e l y  manner. 
These p l a n s  w i l l  be reviewed by t h e  N I H  s ta f f  and t h e  n a t i o n a l  adv i so ry
counc i l  and w i l l  become a c o n d i t i o n  of t h e  award. For a d d i t i o n a l  d e t a i l s ,
p l e a s e  see t h e  s e c t i o n ,  "Sharing of Materials and Data", i n  t h e  Program
Announcement e n t i t l e d  "Mapping, DNA Sequencing, and Technology Development i n  
Support o f  t h e  Human Genome Program," N I H  Guide f o r  Grants  and Con t rac t s ,  Vol. 
19, N O .  28 J u l y  27, 1990. 

The NCHGR encourages a p p l i c a t i o n s  from s c i e n t i s t s  who have no t  t r a d i t i o n a l l y
been funded by t h e  NCHGR, such as chemis ts ,  eng inee r s ,  p h y s i c i s t s ,  and 
informat ion  s c i e n t i s t s ,  as wel l  as from molecular b i o l o g i s t s  and o t h e r  
b i o l o g i s t s .  Appl icants  must  c l e a r l y  i d e n t i f y  t h e  b i o l o g i c a l  problem f o r  which 
t h e  technology is being  developed, and must i n d i c a t e  p l a n s  f o r  demonst ra t ing  
o r  t e s t i n g  t h e  u t i l i t y  of  t h e  technology.  Appl icants  whose e x p e r t i s e  is  
p r i m a r i l y  non-b io logica l  and who are i n t e r e s t e d  i n  addres s ing  problems o f  
genome a n a l y s i s  wi th  new, non-b io logica l  t o o l s  are e s p e c i a l l y  encouraged t o  
i n t e r a c t  c l o s e l y  wi th  b i o l o g i s t s .  

4 - d MECHANISM OF SUPPORT 

Th i s  program w i l l  be suppor ted  through t h e  exp lo ra to ry /  developmental g r a n t s
(R21) mechanism. App l i can t s  may r eques t  up t o  two y e a r s  of  s u p p o r t .  I n  
g e n e r a l ,  p r o j e c t s  w i l l  be l i m i t e d  t o  $100,000 ( d i r e c t  c o s t  pe r  annum),
a l though excep t ions  w i l l  be cons idered .  These w i l l  be one-time-only awards. 
Cont inua t ion  o f  p r o j e c t s  developed under t h i s  program w i l l  be through t h e  
r e g u l a r  g r a n t  program. 

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  mer i t  by an 
a p p r o p r i a t e  N I H  s tudy  s e c t i o n  i n  accordance wi th  t h e  usua l  N I H  pee r  review 
procedures .  Review c r i t e r i a  t h a t  w i l l  be used t o  assess t h e  s c i e n t i f i c  mer i t  
o f  an a p p l i c a t i o n  are: 

o O r i g i n a l i t y  of  t h e  approach 
o Soundness of  t h e  exper imenta l  des ign  
o Track r eco rd  and commitment of  t h e  i n v e s t i g a t o r ( s 1  
o Resources and environment 
o Appropr ia teness  of  t h e  budget 

Because t h i s  program is designed t o  suppor t  i nnova t ive  ideas ,  p re l imina ry  d a t a  
a s  evidence of f e a s i b i l i t y  a r e  n o t  r e q u i r e d ,  However, t h e  a p p l i c a n t  does have 
t h e  r e s p o n s i b i l i t y  f o r  developing a sound r e s e a r c h  p l a n .  Following i n i t i a l  
review, t h e  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
n a t i o n a l  adv i so ry  c o u n c i l .  

AWARD CRITERIA 

Limited funds w i l l  be a v a i l a b l e  f o r  t h i s  i n i t i a t i v e .  App l i ca t ions  w i l l  
compete f o r  a v a i l a b l e  funds wi th  a l l  o t h e r  approved a p p l i c a t i o n s .  The 
fo l lowing  w i l l  be cons idered  i n  making funding d e c i s i o n s :  

4 o Q u a l i t y  of  t h e  proposed p r o j e c t  as determined by pee r  review; 
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o 	 Value o f  t h e  r e s e a r c h  f o r  ach iev ing  t h e  
Center f o r  Human Genome Research o r  of  
it is  ass igned;  

o 	 Adequacy o f  p l a n s  f o r  managing d a t a  and 
i n  a t i m e l y  manner; 

o Balance among r e s e a r c h  areas; 

o A v a i l a b i l i t y  of funds .  

METHOD OF APPLYING 

g o a l s  of  t h e  Nat iona l  
t h e  N I H  component t o  which 

s h a r i n g  d a t a  and r e sources  

App l i ca t ions  should be submi t ted  on t h e  g r a n t  a p p l i c a t i o n  form PHS 398 (Rev.
10188) and w i l l  be accepted  a t  t h e  r e g u l a r  a p p l i c a t i o n  d e a d l i n e s .  App l i ca t ion
k i t s  are a v a i l a b l e  a t  most i n s t i t u t i o n a l  bus iness  and g r a n t l c o n t r a c t  o f f i c e s  
o r  may be ob ta ined  from t h e  Div i s ion  o f  Research Grants,  Westwood Bui ld ing ,
Room 240, Nat iona l  I n s t i t u t e s  of  Heal th ,  Bethesda, Maryland 20892. The t i t l e  
and number o f  t h i s  announcement should be typed  i n  I t e m  2 on t h e  face page of  
t h e  app l  icat  ion .  

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

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

INQUIRIES 

Requests f o r  f u r t h e r  in format ion  should be 

B e t t i e  J .  Graham, Ph.D. 

Chief ,  Research Grants Branch 

Nat iona l  Center f o r  Human Genome Research 

Bui ld ing  3 8 A ,  Room 613 

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

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-7531 

e-mail: B2GaNIHCU.bitnet 

B2G@CU.NIH.Gov. 


d i r e c t e d  t o :  

q.. 

The program o f f i c i a l  welcomes t h e  oppor tun i ty  t o  d i s c u s s  t h e  Nat iona l  Center 
f o r  Human Genome Research's program i n t e r e s t s  wi th  p rospec t ive  a p p l i c a n t s  and 
encourages te lephone ,  e l e c t r o n i c ,  o r  w r i t t e n  i n q u i r i e s .  

T h i s  program i s  desc r ibed  i n  t h e  Catalog of  Federa l  Domestic Ass i s t ance  No. 
13.172. Awards w i l l  be made under t h e  a u t h o r i t y  of  t h e  Pub l i c  Heal th  S e r v i c e  
A c t ,  S e c t i o n s  301 ( P u b l i c  Law 78-410, as amended 42 U.S.C. 241) and 
adminis te red  under PHS g r a n t s  p o l i c i e s  and Federa l  Regula t ions  42 CFR Part  52 
and 45 CFR P a r t  74. T h i s  program i s  n o t  s u b j e c t  t o  Heal th  Systems Agency
review. 

MAPPING, DNA SEQUENCING, AND TECHNOLOGY DEVELOPMENT I N  SUPPORT OF THE HUMAN 
GENOME PROGRAM 

PA: PA-90-20 

P.T. 34; K.W. 1215018, 0755045, 1002058, 1004000, 1014004 

Na t iona l  Center f o r  Human Genome Research 

PURPOSE 

The Nat iona l  Center f o r  Human Genome Research (NCHGR) i n v i t e s  a p p l i c a t i o n s  t o  
suppor t  r e s e a r c h  t h a t  w i l l  s i g n i f i c a n t l y  advance p rogres s  toward ach iev ing  t h e  
s c i e n t i f i c  g o a l s  of  t h e  Human Genome Program. These g o a l s  are d i scussed  i n  
d e t a i l  i n  t h e  document, "Understanding Our Genet ic  I n h e r i t a n c e  - The U.S. 
Human Genome P r o j e c t :  The F i r s t  F ive  Years - FY 1991-1995," a v a i l a b l e  from 
t h e  Human Genome Management Informat ion  System; Oak Ridge Nat iona l  Laboratory;
Oak Ridge, TN 37831-6050; t e l ephone :  (615) 576-6669. 

INTRODUCTION I. 

The N I H  Human Genome Program is  envis ioned  as a f i f t e e n - y e a r  p r o j e c t  which h a s  
ve ry  s p e c i f i c  g o a l s .  The NCHGR w a s  e s t a b l i s h e d  i n  October 1989 f o r  t h e  
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purpose of  p lanning  and suppor t ing  t h e  Human Genome Program and coord ina t ing 

t h e s e  e f f o r t s  w i th  o t h e r  f e d e r a l  agencies  and i n t e r n a t i o n a l  groups.  Recent ly  

a j o i n t  adv i so ry  committee of  t h e  N I H  and t h e  Department o f  Energy set  f o r t h  

program g o a l s  f o r  t h e  f irst  f i v e  y e a r s .  The goa l s ,  o u t l i n e d  i n  "Understanding 

Our Genet ic  I n h e r i t a n c e  - The U.S. Human Genome P r o j e c t :  The F i r s t  F ive  

Years - FY 1991-1995," are:  


o 	 c o n s t r u c t i o n  of  h igh - re so lu t ion  g e n e t i c  maps, comprised of  DNA 
markers wi th  an average  spac ing  o f  2 centimorgans and gaps no 
g r e a t e r  t han  5 centimorgans,  each i d e n t i f i e d  by a 'sequence-tagged
s i te ;"  (Olson e t  a l . ,  Sc ience  245:1434 (1989); 

o 	 c o n s t r u c t i o n  of h igh - re so lu t ion  p h y s i c a l  maps of chromosomes i n  
which c o n t i g s  o f  a t  l e a s t  2 m i l l i o n  base p a i r s  are unambiguously
ordered  and i d e n t i f i e d  by "sequence-tagged si tes," spaced about 
100 ,000  base  p a i r s  a p a r t ;  

o 	 development of  new methods f o r  DNA sequencing t h a t  are capable  o f  
s i g n i f i c a n t l y  reducing  t h e  c o s t  of sequencing; 

o 	 development o f  computer t o o l s ,  in format ion  systems, and s t r a t e g i e s
f o r  c o l l e c t i n g ,  s t o r i n g ,  r e t r i e v i n g ,  ana lyz ing ,  i n t e r p r e t i n g ,  and 
d i s t r i b u t i n g  l a r g e  amounts o f  mapping and sequencing d a t a ;  

o 	 examination o f  l e g a l ,  e t h i c a l ,  and s o c i a l  i m p l i c a t i o n s  o f  t h e  Human 
Genome Program ( s e e  Program Announcement i n  t h e  N I H  Guide for 
Grants  and Con t rac t s ,  Vol. 19, No. 4, January  26, 1990; and 

o 	 r e s e a r c h  t r a i n i n g  ( s e e  Program Announcement i n  t h e  N I H  Guide f o r  
Grants  and Con t rac t s ,  Vol. 18, No. 25, J u l y  21, 1989) .  

The o b j e c t i v e  o f  t h i s  Program Announcement is t o  s t i m u l a t e  r e s e a r c h  t h a t  w i l l  
assist t h e  NCHGR i n  accomplishing both  t h e  s h o r t - and long-term s c i e n t i f i c  
g o a l s  o f  t h e  Human Genome Program. This  program announcement supercedes  t h e  
one t h a t  was publ i shed  i n  t h e  N I H  Guide f o r  Grants and Con t rac t s ,  Vol. 18, No. 
26, J u l y  28, 1989. 

I n  p lanning  r e s e a r c h  p r o j e c t s ,  a p p l i c a n t s  should be cognizant  o f  t h e  
fo l lowing:  ( 1 )  N e w  t echno log ie s ,  s t r a t e g i e s ,  and approaches f o r  mapping,
sequencing, and in fo rma t i c s  w i l l  be needed t o  reach  t h e  f i n a l  goa l  o f  t h e

114Human Genome Program. Research p r o j e c t s  t h a t  focus  on technology development
i n  t h e  con tex t  o f  a p a r t i c u l a r  d i s e a s e  gene a r e  a p p r o p r i a t e  so long  as such 
p r o j e c t s  have one or more o f  t h e  o v e r a l l  o b j e c t i v e s  of  t h e  human genome 
program as t h e i r  major r e s e a r c h  goa l .  ( 2 )  I n  o r d e r  t o  achieve  t h e  o b j e c t i v e s
o f  t h e  Human Genome Program, c o l l a b o r a t i o n s  between b i o l o g i s t s  from v a r i o u s  
d i s c i p l i n e s ,  i nc lud ing  human g e n e t i c i s t s  and non-b io log i s t s ,  such as chemis ts ,
p h y s i c i s t s ,  in format ion  s c i e n t i s t s  and eng inee r s ,  a r e  e s s e n t i a l .  (3) The 
t i m e l y  s h a r i n g  of  m a t e r i a l s  and d a t a  is expected and is  e s s e n t i a l  f o r  p rogres s
toward t h e  Human Genome Program. A l l  a p p l i c a n t s  are expected t o  d i s c u s s  i n  
t h e i r  a p p l i c a t i o n s  p l a n s  f o r  sha r ing  informat ion  and d a t a  i n  a t i m e l y  manner. 
(4) The f ive-year  p l an  suppor t s  mapping and sequencing of  t h e  DNA of f i v e  
s p e c i f i c  organisms: E .  c o l i ;  S. c e r e v i s i a e ;  D .  melanogaster;  C .  e legans ;  and 
t h e  l a b o r a t o r y  mouse. App l i can t s  may propose t o  s tudy  model systems o t h e r  
t h a n  t h o s e  l i s t e d  but  must j u s t i f y  t h e i r  cho ice  i n  terms o f  t h e  o v e r a l l  
o b j e c t i v e s  of  t h e  Program. ( 5 )  Novel, c r e a t i v e ,  or h igh- r i sk lh igh  payoff
r e s e a r c h  p r o j e c t s  a r e  encouraged. App l i can t s  seeking  funding t o  suppor t  such 
s t u d i e s  should submit t h e i r  a p p l i c a t i o n s  i n  response  t o  t h e  Program
Announcement " P i l o t  P r o j e c t s  or F e a s i b i l i t y  S t u d i e s  f o r  Genomic Analys is , "
(see t h i s  i s s u e  o f  t h e  N I H  Guide f o r  Grants and Con t rac t s ,  Vol. 19, No. 28,
J u l y  27, 1990) .  

RESEARCH OBJECTIVES 

Research p r o j e c t s  are encouraged i n  t h e  fo l lowing  areass 

Genetic Linkage Maps 

o 	 Development o f  methods t o  r a p i d l y  i s o l a t e ,  i d e n t i f y ,  and map h igh ly
informat ive  markers. 

o 	 Expansion of t h e  maps of  i n d i v i d u a l  chromosomes wi th  t h e  goa l  o f  
ach iev ing  a h igh - re so lu t ion  map comprised o f  DNA markers w i th  an  
average spac ing  of  2 centimorgans and gaps no g r e a t e r  t han  5 
centimorgans,  w i th  each marker i d e n t i f i e d  by a STS. App l i ca t ions  
are p a r t i c u l a r l y  encouraged f o r  p r o j e c t s  addres s ing  t h o s e  
chromosomes or r e g i o n s  o f  chromosomes where t h e r e  are p r e s e n t l y  few 
markers.  
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o 	 Improvement o f  methods f o r  l i n k a g e  a n a l y s i s  and o r d e r i n g  of  
markers.  

Phys ica l  Maps 

o 	 Development o f  methods f o r  i s o l a t i n g  l a r g e  amounts o f  p u r i f i e d
human chromosomes, chromosome segments, o r  r e s t r i c t i o n  fragments
f o r  mapping and sequencing. 

o 	 Development o f  c lon ing  t echn iques  t h a t  improve upon c u r r e n t  
approaches t o  c o n s t r u c t  complete p h y s i c a l  maps. Attempts should be 
made t o  c o n s i s t e n t l y  o b t a i n  cloned i n s e r t s  t h a t  are s t a b l e  and are 
a t  least  one megabase i n  s i z e .  

o 	 Cons t ruc t ion  of  over lapping  sets of  cloned DNA, o r  c l o s e l y  spaced,
unambiguously ordered ,  DNA markers, w i th  c o n t i n u i t y  over l e n g t h s  of  
a t  l eas t  2 m i l l i o n  base  p a i r s .  

o 	 Assembly of STS maps o f  i n d i v i d u a l  human chromosomes wi th  t h e  goa l
of  having t h e  STS markers spaced a t  approximately 100,000 base p a i r
i n t e r v a l s .  

o 	 Development o f  methods o r  s t r a t e g i e s  t o  s o l v e  t h e  problem o f  
c l o s u r e .  

Sequencing 

o 	 Improvement o f  c u r r e n t  t echno log ie s  t o  s i g n i f i c a n t l y  reduce p r e s e n t  
c o s t s .  

o 	 Development of  new methods, t echno log ie s ,  and s t r a t e g i e s  f o r  
l a r g e - s c a l e  sequencing, i nc lud ing  p repa r ing  and sequencing t h e  DNA 
and assembling t h e  d a t a .  

Only a p p l i c a t i o n s  t h a t  aim t o  develop new o r  improve c u r r e n t  sequence
technology should  be submi t ted  i n  response  t o  t h i s  Program Announcement. 
Routine sequencing w i l l  g e n e r a l l y  no t  be suppor ted  u n l e s s  t h e  r eg ion  is of  
extremely h igh  b i o l o g i c a l  i n t e r e s t .  App l i ca t ions  t o  suppor t  f e a s i b i l i t y
s t u d i e s  f o r  l a r g e - s c a l e  DNA sequencing us ing  advanced s t a t e - o f - t h e - a r t  
technology should be submi t ted  i n  response  t o  t h e  Request f o r  App l i ca t ions ,
" F e a s i b i l i t y  S t u d i e s  f o r  Large Sca le  DNA Sequencing," t h a t  is  c u r r e n t l y  be ing
developed. 

I n f o r m a t i c s  

o 	 Development o f  e f f e c t i v e  so f tware  and da tabase  des igns  t o  suppor t
labora tory-based ,  l a r g e - s c a l e  mapping, and DNA sequencing p r o j e c t s .
Such p r o j e c t s  should be undertaken i n  t h e  con tex t  o f  a c t u a l  mapping
and sequencing e f f o r t s .  

o 	 Crea t ion  o f  da t abase  and lo r  so f tware  t o o l s  t h a t  p rovide  easy  access  
t o  up-to-date p h y s i c a l  and g e n e t i c  mapping and DNA sequencing
informat ion  and provide  f o r  l i n k a g e  of  t h e s e  s p e c i f i c  d a t a  sets.  

o 	 Development o f  a n a l y t i c a l  t o o l s  t h a t  can be used i n  t h e  assembly
and a n a l y s i s  o f  genomic d a t a .  

MECHANISM OF SUPPORT 

Support  f o r  t h i s  program w i l l  b e  through r e s e a r c h  g r a n t s ,  i nc lud ing  r e s e a r c h  
p r o j e c t  g r a n t s  ( R o l l ,  program p r o j e c t  g r a n t s ,  ( P o l ) ,  FIRST awards (R291,
Research Career Development Awards (K041, AREA Awards (R151, conference g r a n t s
( R 1 3 ) ,  and Small Bus iness  Innovat ive  Research g r a n t s  (R43, R44). A s  p a r t  o f  
t h i s  e f f o r t  t h e  NCHGR encourages t h e  suppor t  o f  minor i ty  s t u d e n t s  and f a c u l t y
i n t e r e s t s  i n  t h e  Human Genome Program through t h e  r e g u l a r  N I H  mechanism as 
w e l l  as through minor i ty  supplements t o  ongoing r e s e a r c h  g r a n t s  (see Program
Announcement i n  t h e  N I H  Guide f o r  Grants and Con t rac t s ,  Vol. 18, No. 14, A p r i l
21, 1989). 

App l i ca t ions  t o  suppor t  l a r g e  complex r e s e a r c h  programs through t h e  Center 
Grant mechanism (P30 and P50) should respond t o  t h e  s p e c i a l  Program
Announcement ( N I H  Guide f o r  Grants  and Con t rac t s ,  Vol. 18, No. 36, October 13,
1989) and w i l l  no t  be cons idered  under t h i s  Program Announcement. 

APPLICATION AND REVIEW PROCEDURES 

App l i ca t ions  i n  response  t o  t h i s  announcement w i l l  be reviewed i n  accordance 
wi th  t h e  usua l  N I H  pee r  review procedures .  I n  o r d e r  t o  achieve  t h e  g o a l s  of 
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t h e  Human Genome Program, a p p l i c a t i o n s  which inc lude  t h e  u s e  and ex tens ion  o f  
s t a t e -o f - the -a r t  t echn iques ,  as w e l l  as t h o s e  which propose c r e a t i v e ,  novel ,
h igh - r i swh igh-payof f  s t r a t e g i e s  are h igh ly  encouraged. A l l  r e s e a r c h e r s  
apply ing  f o r  suppor t  should :  (1) addres s  how t h e  proposed r e s e a r c h  w i l l  h e l p
accomplish t h e  f ive -yea r  goa l s ;  ( 2 )  addres s  t h e  s t a t e - o f - t h e - a r t  i n  t h e i r  
p a r t i c u l a r  area; (3)  approach t h e  problem i n  a comprehensive manner, 

''I& 	 i r r e s p e c t i v e  o f  t h e  s i ze  o f  t h e  p r o j e c t  ( e . g . ,  i n  c o n s t r u c t i n g  a phys ica l  map
o f  a p a r t i c u l a r  chromosome, emphasis should be p laced  on c o n s t r u c t i n g  f u l l y
connected c o n t i g s ,  i . e . ,  over lapping  u n i t s  of  cloned DNA, r a t h e r  t h a n  j u s t
mapping a v a i l a b l e  probes) ;  and (4) demonstrate t h a t  t h e r e  are adequate p l a n s
f o r :  ( a )  d a t a  management, ( b )  i n t e r a c t i n g  and c o l l a b o r a t i n g  wi th  t h e  r e s t  o f  
t h e  s c i e n t i f i c  community working on similar o r  r e l a t e d  o b j e c t i v e s ,  and ( c )
making d a t a  and r e s o u r c e s  p u b l i c l y  a v a i l a b l e  i n  a t i m e l y  manner. 

With t h e  excep t ion  of  program p r o j e c t  (PO11 and conference  g r a n t  a p p l i c a t i o n s ,
a p p l i c a t i o n s  w i l l  f i rst  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 t h e  
Genome Study S e c t i o n  o r  another  a p p r o p r i a t e  s tudy  s e c t i o n  i n  t h e  Div i s ion  o f  
Research Grants  as deemed necessa ry .  Program p r o j e c t  and conference g r a n t
a p p l i c a t i o n s  w i l l  be reviewed by an i n i t i a l  review group empaneled f o r  t h a t  
purpose.  Following t h e  i n i t i a l  s c i e n t i f i c  review, a p p l i c a t i o n s  w i l l  receive a 
second-level review by t h e  a p p r o p r i a t e  Nat iona l  Advisory Council .  

REVIEW CRITERIA 

Review c r i t e r i a  t h a t  w i l l  be used t o  assess t h e  s c i e n t i f i c  mer i t  o f  an 
a p p l i c a t i o n  are:  ( 1 )  s i g n i f i c a n c e  and o r i g i n a l i t y  of  t h e  r e s e a r c h  and 
methodological approaches; ( 2 )  f e a s i b i l i t y  o f  t h e  r e s e a r c h  and adequacy o f  t h e  
exper imenta l  des ign;  (3)  t r a i n i n g ,  exper ience ,  r e s e a r c h  competence, and 
commitment o f  t h e  i n v e s t i g a t o r ( s ) ;  (4) adequacy o f  t h e  f a c i l i t i e s  and 
r e sources ;  (5)  appropr i a t eness  of t h e  r eques t ed  budget f o r  t h e  work proposed;
and ( 6 )  p r o v i s i o n s  f o r  t h e  p r o t e c t i o n  o f  human s u b j e c t s ,  t h e  humane care of  
animals,  and b i o s a f e t y  c o n d i t i o n s .  

AWARD CRITERIA 

The fo l lowing  w i l l  be cons idered  i n  making funding d e c i s i o n s i  ( 1 )  q u a l i t y  o f  
t h e  proposed p r o j e c t  as determined by pee r  review; ( 2 )  va lue  of  t h e  r e s e a r c h  
f o r  ach iev ing  t h e  g o a l s  o f  t h e  NCHGR or o f  t h e  N I H  component t o  which t h e  
a p p l i c a t i o n  is  ass igned;  ( 3 )  adequacy o f  any p l a n s  proposed f o r  managing d a t a  
and s h a r i n g  d a t a  and r e s o u r c e s  i n  a t i m e l y  manner; (4) balance  among r e s e a r c h  

id areas; and ( 5 )  a v a i l a b i l i t y  of  funds .  

METHOD OF APPLYING 


Appl i ca t ions  should be submi t ted  on t h e  g r a n t  a p p l i c a t i o n  form PHS 398 (Rev.

10/88) except Small Bus iness  Innovat ive  Research g r a n t  a p p l i c a t i o n s  which 

should be submi t ted  on form PHS 6246-1. App l i ca t ions  w i l l  be accepted  a t  t h e  

r e c e i p t  d a t e s  a p p r o p r i a t e  f o r  each mechanism. App l i ca t ion  k i t s  are a v a i l a b l e  

a t  most i n s t i t u t i o n a l  bus iness  and g r a n t / c o n t r a c t  o f f i c e s  or may be obta ined  

from t h e  Div 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 449,  Bethesda, Maryland 2 0 8 9 2 .  The t i t l e  and number of t h i s  

announcement should be typed i n  Item 2 on t h e  face page o f  t h e  a p p l i c a t i o n . 

Appl i ca t ions  from women and minor i ty  s c i e n t i s t s  a r e  p a r t i c u l a r l y  encouraged. 


The completed o r i g i n a l  a p p l i c a t i o n  and s i x  l e g i b l e  cop ie s  should be d e l i v e r e d  

t o  : 


Div 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, MD 20892WW 


INQUIRIES 


The program a d m i n i s t r a t o r  welcomes t h e  oppor tun i ty  t o  d i s c u s s  t h e  NCHGR's  

program i n t e r e s t s  wi th  p rospec t ive  a p p l i c a n t s  and encourages te lephone , 

e l e c t r o n i c ,  o r  w r i t t e n  i n q u i r i e s .  For a d d i t i o n a l  in format ion ,  o r  f o r  a 

complete copy o f  t h i s  program announcement, p l e a s e  c o n t a c t :  


Bett ie  J .  Graham, Ph.D. 

Chief ,  Research Grants Branch 

Nat iona l  Center f o r  Human Genome Research 

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

Bui ld ing  38A, Room 613 

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-7531 

E - m a i l :  B2GaNIHCU.bitnet 


B2GaCU.NIH.gov 
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This  program is desc r ibed  i n  t h e  Cata log  of  Fede ra l  Domestic Ass i s t ance  No. 
13.172. Awards w i l l  be made under t h e  a u t h o r i t y  of  t h e  Pub l i c  Heal th  S e r v i c e  
A c t ,  S e c t i o n s  301 ( P u b l i c  Law 78-410, as amended 42 U.S.C. 241) and 
admin i s t e red  under PHS g r a n t s  p o l i c i e s  and Federa l  Regula t ions  42 CFR P a r t  52 
and 45 CFR P a r t  74. T h i s  program i s  no t  s u b j e c t  t o  Heal th  Systems Agency
review. 

DEVELOPMENT AND UTILIZATION OF TRANSGENIC ANIMAL AND CELL MODELS I N  STUDIES OF 
ENVIRONMENTAL MUTAGENESIS AND ASSOCIATED HEALTH EFFECTS 

PA: PA-90-22 

P.T. 34; K.W. 0755020, 1007003, 1002028 

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

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

I .  BACKGROUND 

The impact of environmental  chemicals on human h e a l t h  and well-being has  been 
c l e a r l y  recognized .  There arc more t h a n  6 0 , 0 0 0  s y n t h e t i c  chemicals i n  
commercial u se ,  a q u a r t e r  of  which a r e  produced i n  abundance. N e w  chemicals 
are in t roduced  a t  a ra te  o f  about 1 , 0 0 0  pe r  y e a r ,  some of  which may pose a 
s i g n i f i c a n t  h e a l t h  r i s k  t o  humans. Because o f  t h e i r  mutagenic p o t e n t i a l ,  
exposure t o  t h e s e  chemicals is  l i k e l y  t o  cause  g e n e t i c  changes l e a d i n g  t o  
e i t h e r  i n h e r i t e d  or somatic g e n e t i c  d i s e a s e s ,  such as cancer or 
a t h e r o s c l e r o s i s .  

The development o f  methods t o  t r a n s f e r  s p e c i f i c  genes (and genes under t h e  
c o n t r o l  o f  specif ic  r e g u l a t o r y  e lements )  i n t o  t h e  r ep roduc t ive  c e l l  l i n e  o f  
mammals and t o  i d e n t i f y  t h e  expres s ion  o f  t h o s e  genes h a s  t h e  p o t e n t i a l  t o  
make s u b s t a n t i a l  impact on environmental  h e a l t h  r e s e a r c h .  Transgenic  animals-
g e n e t i c a l l y  designed an imals  c r e a t e d  by t h e  i n t r o d u c t i o n  of DNA coding f o r  
s p e c i f i c  genes i n t o  t h e  genome of  pre- implanta t ion  embryos - are model systems
t h a t  should provide  u s  wi th  a b e t t e r  unders tanding  i n t o  t h e  mechanisms o f  
environmental  a g e n t s .  For example, t h e y  may h e l p  determine t h e  b a s i s  of  
muta t ion  and f a c i l i t a t e  an i d e n t i f i c a t i o n  o f  chemica l ly  induced muta t ions ;
t h e y  may e l u c i d a t e  t h e  mechanisms r e s p o n s i b l e  f o r  t i s s u e - s p e c i f i c  and 
developmentally r e g u l a t e d  gene express ion;  and t h e y  may i d e n t i f y  n e u r a l  and 
hormonal f a c t o r s  t h a t  r e g u l a t e  gene expres s ion .  The Nat iona l  I n s t i t u t e  of  
Environmental Heal th  Sc iences  (NIEHS) recognizes  t h e  importance o f  t h i s  
methodology, and, t h e r e f o r e ,  it i s  t h e  i n t e n t  o f  t h i s  program i n i t i a t i v e  t o  
focus  on t h e  development and use  of  t r a n s g e n i c  animal model systems as they
p e r t a i n  t o  environmental  h e a l t h - r e l a t e d  i s s u e s .  

11. RESEARCH GOALS AND SCOPE 

Th i s  announcement is i s s u e d  t o  encourage i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  f o r  
developing and u s i n g  t r a n s g e n i c  animal and c e l l  model systems t o  s tudy  b a s i c  
molecular,  biochemical,  c e l l u l a r ,  and p h y s i o l o g i c a l  mechanisms of  t ox ico logy .
It is a n t i c i p a t e d  t h a t  t h e s e  i n v e s t i g a t i o n s  w i l l  a l low f o r  t h e  product ion  of  
g e n e t i c a l l y  designed t r a n s g e n i c  animals and/or ce l l s ,  t h e  development of  new 
and novel approaches i n  unders tanding  t h e  mechanisms o f  environmental  
xenob io t i c  agen t s  a t  t h e  genomic l e v e l ,  and t h e  e s t ab l i shmen t  of  t h e  n a t u r e  of 
t h e  xenobiotic-induced expres s ion  i n  s p e c i f i c  t a r g e t  o rgans .  Co l l abora t ive  
r e s e a r c h  e f f o r t s  between i n v e s t i g a t o r s  s k i l l e d  i n  t r a n s g e n i c  t echn iques  and 
members of  t h e  environmental  h e a l t h  r e s e a r c h  community, as w e l l  as s c i e n t i s t s  
from c l o s e l y  r e l a t e d  d i s c i p l i n e s ,  are e s p e c i a l l y  encouraged. 

The fo l lowing  areas of  r e s e a r c h  i n t e r e s t  are no t  in tended  t o  be complete, and 
i n v e s t i g a t o r s  a r e  encouraged t o  s tudy  t h e s e  or o t h e r  t o p i c s  t h a t  meet t h e  
o b j e c t i v e s  of  t h i s  announcement: 

o 	 Research e f f o r t s  may be d i r e c t e d  a t  t h e  t h r e e  b a s i c  methods t h a t  
have been s u c c e s s f u l l y  used t o  g e n e r a t e  t r a n s g e n i c  an imals :  ( 1 )
m i c r o i n j e c t i o n  of  recombinant DNA i n t o  t h e  pronucleus ,  (2)
i n f e c t i o n  o f  embryos wi th  r e t r o v i r u s e s ,  and (3) gene t r a n s f e r  i n t o  
embryonic stem c e l l s .  Nonetheless,  it should be t h e  i n t e n t  of  t h e  
a p p l i c a t i o n  t o  improve and extend c u r r e n t  c a p a b i l i t i e s  i n  t h i s  area 
by t a k i n g  advantage of  new t echno log ie s .  

o 	 S t u d i e s  may involve  t h e  c r e a t i o n  of a n i m a l / c e l l  s t r a i n s  wi th  
s p e c i f i c  genes t h a t  are induced by environmental  agen t s ,  i n  which 
( 1 )  t h e s e  induced responses  a r e  t i s s u e  and organ s p e c i f i c ;  ( 2 )  t h e  
t o x i c o l o g i c  p o t e n t i a l  o f  d i f f e r e n t  agen t s  can be compared; and (3) 
a r e l a t i o n s h i p ,  o r  absence of  one, between t o x i c a n t  exposure i n  
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t a r g e t  organs  and subsequent development o f  d i s e a s e  seque lae  may be 
e s t a b l i s h e d .  

o 	 It is  a n t i c i p a t e d  t h a t  t h e  development o f  t r a n s g e n i c  models w i l l  
p l a y  a r o l e  i n  de te rmining  t h e  concordance between i n  v ivo  and i n  
v i t r o  systems; t h e r e f o r e ,  r e s e a r c h  e f f o r t s  may a l s o  inc lude  areas 
such as t h e  fo l lowing:  ( 1 )  development o f  t r a n s g e n i c  c e l l  l i n e s  
t h a t  w i l l  s e r v e  as i n d i c a t o r s  o f  exposure t o  xenob io t i c  agen t s ,
d e f i n i n g  t h e  organs and t i s s u e s  most s u s c e p t i b l e  t o  a given agent ;
( 2 )  i d e n t i f i c a t i o n  and c h a r a c t e r i z a t i o n  o f  a l t e r n a t e  h e l i c a l  DNA 
s t r u c t u r e s  formed i n  t h e  c e l l l s  genome, which may c o n t r i b u t e  t o  
somatic mutation; (3) s tudy  of  chemical-oncogene i n t e r a c t i o n s ,
i . e . ,  i n v e s t i g a t i o n s  i n t o  t h e  r e l a t i o n s h i p s  among mutagenesis,  
oncogene a c t i v a t i o n  and tumor development; ( 4 )  s tudy  of oncogenes
t h a t  c o l l a b o r a t e  i n  t h e  development of mal ignancies ;  (5) a n a l y s i s
o f  t h e  molecular mechanism(s) involved i n  sequence d i r e c t e d  
mutagenesis; ( 6 )  i n v e s t i g a t i o n  i n t o  t h e  r o l e  o f  spontaneous and 
induced homologous recombination i n  somatic and germline c e l l s ;  and 
( 7 )  s tudy  of  t h e  r o l e  o f  tumor promoters and exogenous a g e n t s  t h a t  
cause ch ron ic  c e l l  p r o l i f e r a t i o n  as cancer  o r  t o x i c o l o g i c a l  r i s k  
de te rminants .  

o 	 S t u d i e s  may be designed t o  ga in  a b e t t e r  unders tanding  o f  t h e  
molecular b a s i s  o f  t i s s u e - s p e c i f i c  and s t a g e - s p e c i f i c  gene
expres s ion  fo l lowing  xenob io t i c  exposure,  e .g . ,  t o  i d e n t i f y  and 
c h a r a c t e r i z e  DNA sequences t h a t  c o n t r o l  c e l l  s p e c i f i c i t y  o f  gene
expres s ion  and t o  u t i l i z e  t h e s e  cell-specific elements t o  exp lo re
t h e  p h y s i o l o g i c a l  consequences of  overexpress ion  o r  i n a p p r o p r i a t e
expres s ion  o f  f o r e i g n  gene products .  

111. MECHANISM OF SUPPORT 

The mechanism o f  suppor t  f o r  t h i s  a c t i v i t y  w i l l  be t h e  i n d i v i d u a l  r e s e a r c h  
g r a n t  - Research P r o j e c t  Grant and FIRST Award as a p p l i c a b l e .  

I V .  APPLICATION AND REVIEW PROCEDURES 

A .  Dead1i n e  

4 p p l i c a t i o n s  w i l l  be accepted  i n  accordance with t h e  usua l  r e c e i p t  d a t e s  f o r  
d n e w  r e s e a r c h  g r a n t  a p p l i c a t i o n ;  i . e . ,  February 1,  June 1 ,  and October 1 .  The 

e a r l i e s t  p o s s i b l e  award d a t e s  w i l l  be approximately n ine  months a f t e r  t h e  
r e s p e c t i v e  r e c e i p t  d a t e s .  App l i ca t ions  r ece ived  t o o  l a t e  f o r  one c y c l e  o f  
review w i l l  be he ld  u n t i l  t h e  next  r e c e i p t  d a t e .  

B. Method of Applying 

App l i ca t ions  w i l l  be r ece ived  by t h e  N I H ' s  D iv i s ion  o f  Research Grants ( D R G )
and r e f e r r e d  t o  an  a p p r o p r i a t e  s tudy  s e c 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 review. I n s t i t u t e  assignment d e c i s i o n s  w i l l  be governed by normal 
programmatic c o n s i d e r a t i o n s .  The review c r i t e r i a  cus tomar i ly  employed by t h e  
N I H  f o r  r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  w i l l  p r e v a i l .  Following t h e  
i n i t i a l  s c i e n t i f i c  review, t h e  a p p l i c a t i o n s  w i l l  be eva lua ted  by an 
a p p r o p r i a t e  Nat iona l  Advisory Council .  

App l i ca t ions  should be submi t ted  on form PHS-398 ( r e v i s e d  10188) a v a i l a b l e  i n  
t h e  bus iness  o r  g r a n t s  and c o n t r a c t  o f f i c e s  a t  most academic and r e s e a r c h  
i n s t i t u t i o n s  o r  from t h e  DRG. To i d e n t i f y  t h e  a p p l i c a t i o n  as a response  t o  
t h i s  announcement, check "yes" i n  Item 2 on t h e  face page of  t h e  a p p l i c a t i o n
and e n t e r  t h e  t i t l e ,  "Development and U t i l i z a t i o n  o f  Transgenic Animal and 
C e l l  Models i n  S t u d i e s  o f  Environmental Mutagenesis and Assoc ia ted  Heal th  
E f f e c t s ,  PA-90-22." 

The o r i g i n a l  and s i x  ( 6 )  cop ies  o f  t h e  a p p l i c a t i o n  should be d i r e c t e d  t o :  

App l i ca t ions  Receipt O f f i c e  
Div 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, MD 20892Xx 

P r i o r  t o  submi t t i ng  an a p p l i c a t i o n  and f o r  f u r t h e r  in format ion ,  i n v e s t i g a t o r s  
are s t r o n g l y  encouraged t o  c o n t a c t  t h e  fo l lowing  program s t a f f :  

*,r* 
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D r .  W i l l i a m  A .  Suk 

Program Adminis t ra tor  

S c i e n t i f i c  Programs Branch 

Div i s ion  o f  Extramural Research and Tra in ing 

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

P .  0 .  Box 12233 

Research T r i a n g l e  Park, NC 27709 

Telephone: (919)  541-0797 


PERINATAL EMPHASIS RESEARCH CENTERS 

RFA: HD-90-10 

P.T.  04; K.W. 0775020, 0775025, 0403020, 0775015, 0411005, 0710030 

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


T h i s  Request f o r  App l i ca t ions  was announced i n  t h e  N I H  Guide f o r  

Grants  and Con t rac t s  on June 8, 1990, Vol. 19, No. 21.  

The r e c e i p t  d a t e  has  been changed from September 19, 1990 t o  November 21, 1990. 


Any q u e s t i o n s  c o n t a c t  : 


D r .  C h a r l o t t e  Catz 

Chief ,  Pregnancy and Pe r ina to logy  Branch 

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

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

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

Executive P laza  North, Room 643 

9000 Rockvi l le  P i k e  

Bethesda, MD 20892 

Telephone: (301)  496-5575 


CVD NUTRITION EDUCATION FOR LOW LITERACY SKILLS 


RFA: HL-90-11 -P 

P.T. 34; K.W. 0710095, 0502028, 0715040, 0411005 

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


T h i s  is t o  c o r r e c t  t h e  d a t e s  f o r  review by t h e  Nat iona l  Heart, Lung, and Blood 

Advisory Council and a n t i c i p a t e d  award f o r  t h e  RFA "CVD N u t r i t i o n  Education 

f o r  Low L i t e r a c y  S k i l l s "  r e l e a s e d  i n  t h e  J u l y  6,  1990, N I H  Guide f o r  Grants  

and Con t rac t s  (Vol. 19, No. 25). The c o r r e c t  d a t e s  are as  fo l lows :  


Review by t h e  Nat iona l  Heart,

Lung, and Blood Advisory Council:  May 199 


Ant ic ipa t ed  Award Date: August , 1991 


I n q u i r i e s  r ega rd ing  t h i s  RFA may be d i r e c t e d  t o  


D r .  Nancy C .  S a n t a n e l l o  

Prevent ion  and Demonstration Research Branch 

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

Federa l  Bui ld ing ,  Room 604 

Bethesda, MD 20892 

Telephone: (301)  496-2465 


X X T H E  MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 
RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD BUILDING I S  THE 
CENTRAL MAILING ADDRESS FOR THE NATIONAL INSTITUTES OF HEALTH. APPLICANTS WHO 
USE EXPRESS MAIL OR A COURIER SERVICE ARE ADVISED TO FOLLOW THE CARRIER'S 
REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS FOR THE WESTWOOD 
B U I L D I N G  IS :  

5333 Westbard Avenue 
Bethesda, Maryland 20816 

*U.S.GOVERNHENT PRINTING OFFICE:1990-261-138:20008 
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