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NOTICES 

NOTICE OF MEETING - PROGRAMS FOR SUPPORT OF MINORITIES I N  BIOMEDICAL RESEARCH 

P.T. 42, FF; K.W. 0710030, 0720005 

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

Notice is  hereby g iven  t h a t  t h e  Nat iona l  I n s t i t u t e s  of  Heal th  ( N I H )  w i l l  ho ld  
t h e  second and t h i r d  of  a series of  f i v e  r e g i o n a l  p u b l i c  meetings t o  be 
conducted under t h e  ausp ices  o f  t h e  Office of t h e  D i r e c t o r ,  N I H ,  on "Programs
f o r  Support o f  M i n o r i t i e s  i n  Biomedical Research." The purpose o f  t h e  
meetings is two-fold: 

1. 	 t o  provide  c u r r e n t  in format ion  concerning t h e  a c t i v i t i e s  o f  t h e  
N I H  by d e s c r i b i n g  i n  broad terms e x i s t i n g  programs o f f e r e d  by N I H ;
and 

2.  	t o  s o l i c i t  th rough p u b l i c  tes t imony t h e  views of  biomedical 
r e s e a r c h e r s ,  u n i v e r s i t y  f a c u l t y  and a d m i n i s t r a t o r s ,  s t u d e n t s ,
r e p r e s e n t a t i v e s  o f  p r o f e s s i o n a l  s o c i e t i e s ,  and o t h e r  i n t e r e s t e d  
p a r t i e s  r ega rd ing  t h e  n a t u r e  and scope of  programs t o  a t t r a c t  and 
suppor t  m i n o r i t i e s  i n  biomedical r e s e a r c h .  

The second meeting w i l l  be he ld  on Thursday, A p r i l  20, 1989, from 8:30 a.m. t o  
4:30 p.m. i n  Bui ld ing  31, Conference Room X4 a t  t h e  Nat iona l  I n s t i t u t e s  o f  
Heal th  i n  Bethesda, Maryland. The t h i r d  meeting w i l l  be h e l d  a t  t h e  Morehouse 
School of  Medicine i n  A t l a n t a ,  Georgia, on May 12. Subsequent meetings w i l l  
b e  h e l d  i n  Phoenix, Arizona, on September 24 and Anchorage, Alaska, on October 
9 .  

Following p r e s e n t a t i o n s  by s e n i o r  N I H  s t a f f ,  a pane l  comprised o f  N I H  program
a d m i n i s t r a t o r s  w i l l  spend t h e  remainder o f  t h e  day r e c e i v i n g  tes t imony from 
p u b l i c  w i tnes ses .  Each wi tnes s  w i l l  be l i m i t e d  t o  a maximum of  t e n  minutes.  
Attendance and t h e  number o f  p r e s e n t a t i o n s  w i l l  be l i m i t e d  t o  t h e  t i m e  and 
space  a v a i l a b l e .  Consequently, a l l  i n d i v i d u a l s  wishing t o  a t t e n d  or t o  
p r e s e n t  a s t a t emen t  a t  t h i s  p u b l i c  meeting should n o t i f y ,  i n  w r i t i n g :  

W i l l i a m  H .  P i t l i c k ,  Ph.D. 
Executive S e c r e t a r y  

-*IC-	 Nat iona l  I n s t i t u t e s  of Heal th  
Shannon Bui ld ing ,  Room 250 
Bethesda, Maryland 20892 

Those p lanning  t o  make a p r e s e n t a t i o n  a t  Bethesda, Maryland, should f i l e  a 

one-page summary o f  t h e i r  remarks wi th  D r .  P i t l i c k  by March 30, 1989; t h o s e  

wishing t o  make a p r e s e n t a t i o n  a t  A t l a n t a  should f i l e  a one-page summary by

A p r i l  14. A copy o f  t h e  f u l l  t e x t  should be submi t ted  f o r  t h e  r eco rd  a t  t h e  

t i m e  o f  t h e  meeting. Add i t iona l  in format ion  may be obta ined  by c a l l i n g :  


Ms. Lore t ta  Beuchert 

Research Tra in ing  Office 

Office of  Extramural Research 

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

Shannon Bui ld ing ,  Room 250 

Bethesda, Maryland 20892 

Telephone: (301) 496-9743 


DATED ANNOUNCEMENTS (RFPs AND RFAs) 

s5LA 

RFP AVAILABLE: NIH-NINDS-89-18 

P.T. 34; K.W. 0745047, 0705055, 0740050, 0706000 

Nat iona l  I n s t i t u t e  o f  Neurologica l  Disorders  and S t roke  

The Na t iona l  I n s t i t u t e  of  Neurologica l  Disorders  and S t roke  (NINDS) has  a 
requirement t o  des ign  and f a b r i c a t e  m u l t i e l e c t r o d e  s t i m u l a t i n g  probes  capable
o f  s t i m u l a t i n g  small popu la t ions  of  neurons wi th in  t h e  c e n t r a l  nervous system.-	 Offe ro r s  must have access t o  f a c i l i t i e s  f o r  des ign  and development of t h i n  
f i l m  m i c r o c i r c u i t r y  and exper ience  i n  neurophysiology, biomedical eng inee r ing
implant materials and, n e u r a l  h i s topa tho logy .  
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T h i s  is  an announcement o f  an a n t i c i p a t e d  Request f o r  Proposa ls . 

RFP-NIH-NINDS-89-18 w i l l  be  i s s u e d  on o r  about March 10, 1989, wi th  a c l o s i n g 

d a t e  o f  May 10, 1989, f o r  r e c e i p t  o f  proposa ls .  


T h i s  requirement r e p r e s e n t s  t h e  recompet i t ion  o f  a c u r r e n t  c o n t r a c t  wi th  t h e  

U n i v e r s i t y  o f  Michigan and t h e  incumbent is  expected t o  reapply .  It is  -* 
a n t i c i p a t e d  t h a t  one c o n t r a c t  award w i l l  be  made. 


To receive 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 .  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 w i l l  be  cons idered  by t h e  agency. The RFP w i l l  be  a v a i l a b l e  upon 

r e q u e s t  t o :  


Contrac t ing  Officer 

C o n t r a c t s  Management Branch 

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

Disorders  and St roke ,  N I H  

Federa l  Bui ld ing ,  Room 901 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 


IMPROVED METHODS FOR THE EARLY DIAGNOSIS OF HIV-INFECTION I N  

NEONATES, INFANTS, AND CHILDREN 


RFA: 89-HD-02 


P.T. 34, AA; K.W. 0715008, 0745020, 0403020, 0770005 


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


Revised Appl ica t ion  Receipt  Date t March 22, 1989 


The a v a i l a b i l i t y  o f  t h i s  Request f o r  A p p l i c a t i o n s  was announced i n  t h e  N I H  

Guide f o r  Grants  and Cont rac ts  on December 16, 1988, Vol. 17, No. 42. This  

n o t i c e  is  t o  inform p o t e n t i a l  a p p l i c a n t s  t h a t  t h e  a p p l i c a t i o n  receipt  d a t e  has  

been changed from March 8 ,  1989, t o  March 22, 1989. 


NATIONAL COOPERATIVE DRUG DISCOVERY GROUPS FOR SPECIFIC 

DISEASE-ORIENTED ANTICANCER TREATMENT (89-CA-01) 


NATIONAL COOPERATIVE DRUG DISCOVERY GROUPS FOR GENERAL 

MECHANISM OF ACTION BASED ANTICANCER TREATMENT (89-CA-02) 


NATIONAL COOPERATIVE ANTICANCER MODEL DEVELOPMENT GROUPS (89-CA-03) 


RFA AVAILABLE: 89-CA-01 89-CA-02 89-CA-03 


P.T. 34; K.W. 0715035, 0755020, 0740023, 1003006, 0760020, 0710030 


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


Letter  o f  I n t e n t  Receipt  Date: A p r i l  28, 1989 

Appl ica t ion  Receipt  Date: June 9, 1989 


I n  FY 1983 and 1984, t h e  Nat iona l  Cancer I n s t i t u t e  ( N C I )  r eques ted 

a p p l i c a t i o n s  f o r  Nat iona l  Cooperat ive Drug Discovery Groups ( N C D D G s )  whose 

g o a l s  were t h e  d iscovery  o f  improved cancer  t r e a t m e n t  on t h e  b a s i s  o f  novel 

mechanisms o f  a c t i o n .  I n  1986, t h e  program reques ted  a p p l i c a t i o n s  focused on 

e x p l o i t a t i o n  o f  spec i f ic  and unique c h a r a c t e r i s t i c s  o f  lung  and colon cancer .  

The NCDDG approach t o  modern a n t i c a n c e r  t rea tment  d i scovery  was broadened 

f u r t h e r  i n  August 1987, by RFAs i n v i t i n g  a p p l i c a t i o n s  f o r  t h e  c r e a t i o n  and 

e v a l u a t i o n  o f  bo th  g e n e r a l  mechanism o f  a c t i o n  based and s p e c i f i c 

d i s e a s e - o r i e n t e d  a n t i c a n c e r  t r e a t m e n t s  as w e l l  as f o r  t h e  development o f  

innovat ive  p r e c l i n i c a l  models f o r  determining an t i tumor  s e l e c t i v i t y .  I n  

September 1988, N C I  i n v i t e d  a p p l i c a t i o n s  f o r  t h e  es tab l i shment  o f  “Nat ional  

Cooperat ive Natura l  Products  Drug Discovery Groups“ t o  s t i m u l a t e  t h e  s e a r c h  

f o r  new e f f e c t i v e  a n t i c a n c e r  t r e a t m e n t s  from n a t u r a l  sources .  


SUMMARY 


The N C I  announces t h e  a v a i l a b i l i t y  o f  t h r e e  complementary RFAs f o r  t h e  

expansion o f  t h e  NCDDG program f o r  t h e  d iscovery  o f  new e n t i t i e s ,  s t r a t e g i e s 
or models f o r  t h e  t r e a t m e n t  and cure  o f  c a n c e r .  Appl ica t ions  f o r  t h e  e” 


d i s e a s e - o r i e n t e d  NCDDGs should s p e c i f y  a t y p e  o f  cancer  and provide  a 

r a t i o n a l e  f o r  i ts  s e l e c t i o n  as a t a r g e t  (89-CA-01). The cancer  t y p e  t o  be  

addressed is  a t  t h e  d i s c r e t i o n  o f  t h e  a p p l i c a n t .  Research t o p i c s  may inc lude ,  
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bu t  are no t  l i m i t e d  t o ,  new approaches t o  drug d e l i v e r y ,  enhancement of  immune 
responses  t o  unique an t igens ,  0: s y n t h e s i s  of  new agen t s  which i n h i b i t  a 
t a rge t  enzyme, oncogene express ion ,  o r  t h e  a c t i o n  of hormones and growth
f a c t o r s  on t h e  p r o l i f e r a t i o n  of  cancer  ce l l s .  

App l i ca t ions  which propose t o  e x p l o i t  d i f f e r e n c e s  between normal c e l l s  and 
cancer  ce l l s  without i m p l i c a t i o n s  f o r  a s p e c i f i c  cancer  t y p e  a r e  reques ted  i n  
t h e  mechanism o f  a c t i o n  RFA (89-CA-02). 

Model development may be o r i e n t e d  t o  a gene ra l  mechanism l i k e l y  t o  a f f e c t  many 
t y p e s  of  cancer  or be t a i l o r e d  t o  a p a r t i c u l a r  d i s e a s e ,  such as b r e a s t  cancer  
(89-CA-03). Areas o f  r e s e a r c h  are broad and may inc lude  a v a r i e t y  of  i n  v i t r o  
and i n  v ivo  models, such as biochemical,  m e t a s t a t i c ,  immunological,
radiomodulator,  d i f f e r e n t i a t i o n ,  e t c .  App l i ca t ions  which propose models 
l i m i t e d  t o  d i a g n o s i s  and without a r a t i o n a l e  f o r  new cancer  t r e a t m e n t s  are n o t  
i n v i t e d .  

These coope ra t ive  agreements are designed t o  ass is t  l e a d i n g  i n v e s t i g a t o r s  i n  
d i v e r s e  s c i e n t i f i c  d i s c i p l i n e s  t o  i n t e r a c t  as a u n i t ,  r e g a r d l e s s  of  t h e i r  
i n d i v i d u a l  i n s t i t u t i o n a l  a f f i l i a t i o n s  or p r i o r  d i r e c t  involvement i n  cancer  
r e l a t e d  r e s e a r c h .  The purpose i s  t o  mobilize,  with N C I  suppor t ,  t h e  
ou t s t and ing  t a l e n t s  r e q u i r e d  f o r  e x p l o i t a t i o n  of  l e a d s  from fundamental 
s t u d i e s  and t h e i r  e x t r a p o l a t i o n  t o  improved t r e a t m e n t s .  Each NCDDG is 
envis ioned  as be ing  composed of  a P r i n c i p a l  I n v e s t i g a t o r  and a number of  
Program Leaders who w i l l  conduct in te rdependent  and s y n e r g i s t i c  p r e c l i n i c a l
l a b o r a t o r y  programs t o  concep tua l i ze ,  c r e a t e  and e v a l u a t e  new t h e r a p i e s ,  or 

'new p r e c l i n i c a l  models ( e . g . ,  RFA 89-CA-031, i n  accordance wi th  t h e  
a p p l i c a n t ' s  s c i e n t i f i c  g o a l s .  An NCDDG may be  made up of s c i e n t i s t s  i n  
academic, non-prof i t  r e sea rch ,  and commercial o r g a n i z a t i o n s .  Although t h e  RFA 
f o r  Model Development a l lows  a Group t o  c o n s i s t  o f  a s i n g l e  l a b o r a t o r y  
program, m u l t i d i s c i p l i n a r y  and/or m u l t i - i n s t i t u t i o n a l  programs are encouraged. 

Awards w i l l  be made as coope ra t ive  agreements. Ass i s t ance  v i a  coope ra t ive  
agreement d i f f e r s  from t h e  r e s e a r c h  g r a n t  i n  t h a t  t h e  coope ra t ive  agreement
funding mechanism a n t i c i p a t e s  s u b s t a n t i a l  N C I  s ta f f  p a r t i c i p a t i o n  dur ing
performance. However, t h e  apply ing  Group must d e f i n e  i ts  o b j e c t i v e s  i n  accord  
wi th  i ts  own i n t e r e s t s  and pe rcep t ions  o f  approaches t o  t h e  d i scove ry  o f  new 
t r e a t m e n t s  or models. The r o l e  o f  N C I  as a member o f  t h e  Group is desc r ibed  
i n  each RFA. E s s e n t i a l l y ,  t h e  ex t ramura l  N C I  s t a f f  concerned wi th  t h e  
a d m i n i s t r a t i o n  of  g r a n t s  and c o n t r a c t s  w i l l  apply i ts  expe r i ences  and 
a p p r o p r i a t e  r e s o u r c e s  t o  f a c i l i t a t e  and s t i m u l a t e  t h e  r e a l i z a t i o n  o f  Group
o b j e c t i v e s .  The a c t i v e  p a r t i c i p a t i o n  o f  i n d u s t r y  is encouraged because it 
w i l l  a l low t h i s  segment o f  t h e  s c i e n t i f i c  community t o  c o n t r i b u t e  i t s  
cons ide rab le  i n t e l l e c t u a l  and material r e sources .  

The P r i n c i p a l  I n v e s t i g a t o r ' s  ( P I ' S )  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  
Group's a p p l i c a t i o n .  Awards w i l l  be made t o  t h e  a p p l i c a n t  i n s t i t u t i o n  on 
beha l f  o f  t h e  Group as a whole and no t  t o  i n d i v i d u a l  l a b o r a t o r y  programs
wi th in  t h e  Group. The PI 'S i n s t i t u t i o n  w i l l  p rovide  a Cen t ra l  Opera t ions
Office f o r  t h e  Group and w i l l  be r e s p o n s i b l e  f o r  t h e  performance o f  t h e  e n t i r e  
Group and be accountable  f o r  t h e  funds awarded. 

N C I  p l a n s  t o  make m u l t i p l e  awards f o r  p r o j e c t  p e r i o d s  o f  up t o  f i v e  years and 
h a s  s e t  a s i d e  $2,000,000 f o r  t h e  i n i t i a l  y e a r ' s  funding of each RFA. S p e c i a l
programmatic c o n s i d e r a t i o n  may be g iven  t o  a p p l i c a t i o n s  on lung  and co lon  
cance r .  These RFAs are be ing  r e l e a s e d  as a package based on t h e  r e a l i z a t i o n  
t h a t  t h e  s e a r c h  f o r  b e t t e r  cancer  t r e a t m e n t s  is  a dynamic p rocess  dependent on 
t h e  a v a i l a b i l i t y  o f  new a g e n t s  and s t r a t e g i e s  coupled wi th  t h e  development and 
u s e  of more p r e d i c t i v e  models. An i n d i v i d u a l  i n v e s t i g a t o r  may respond t o  more 
t h a n  one RFA provided t h e r e  is  no s c i e n t i f i c  o r  budgetary ove r l ap  or 
p r o p r i e t a r y  c o n f l i c t  i n  funded a c t i v i t i e s .  

The RFA l a b e l  ob ta ined  from t h e  N C I  s t a f f  person named below or from g r a n t
a p p l i c a t i o n  Form PHS-398 (Revised 9/86) must be a f f i x e d  t o  t h e  bottom o f  t h e  
face page. F a i l u r e  t o  use t h i s  l a b e l  could  r e s u l t  i n  de layed  p rocess ing  of  
your a p p l i c a t i o n  such t h a t  it may n o t  r each  t h e  review committee i n  t i m e  f o r  
review. 

For f u r t h e r  in format ion  and a copy of t h e  RFAs f o r  e i t h e r  t h e  d i sease -o r i en ted  
(89-CA-01) or mechanism o f  a c t i o n  based (89-CA-02) Nat iona l  Cooperative Drug
Discovery Group Programs, con tac t :  
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George S .  Johnson, Ph.D. 
Developmental Therapeut ics  Program
Divis ion  o f  Cancer Treatment 
Nat iona l  Cancer I n s t i t u t e  
Execut ive P laza  North,  S u i t e  832 
Bethesda, Maryland 20892 
Telephone: (301) 496-8783 

For f u r t h e r  in format ion  and a copy o f  t h e  RFA f o r  Nat iona l  
Anticancer  Model Developme.nt Groups (89-CA-031, c o n t a c t :  

Mary K .  Wolpert, Ph.D. 
Developmental Therapeut ics  Program
Divis ion  o f  Cancer Treatment 
Execut ive P laza  North, S u i t e  832 
Bethesda, Maryland 20892 
Telephone: (301) 496-8783 

MOLECULAR GENETICS OF HYPERTENSION I N  HUMANS AND ANIMALS 

RFA AVAILABLE: 89-HL-02-H 

P.T. 34; K.W.  1002058, 0715115, 1002008, 0710030 

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

Appl ica t ion  Receipt  Date:  December 7, 1989 

Cooperat ive 

The Hypertension and Kidney Diseases  Branch o f  t h e  Div is ion  o f  Heart and 

Vascular  Diseases ,  Nat iona l  Heart, Lung and Blood I n s t i t u t e  ( N H L B I ) ,  announces 

t h e  a v a i l a b i l i t y  o f  a Request f o r  Appl ica t ions  (RFA) on t h e  above s u b j e c t . 

C o p i e s  o f  t h e  RFA a r e  c u r r e n t l y  a v a i l a b l e  f r o m  staff of t h e  NHLBI .  


T h i s  program w i l l  support  m u l t i d i s c i p l i n a r y  r e s e a r c h  s t u d i e s  t h a t  combine 

contemporary molecular b i o l o g i c a l  methodologies wi th  t h e  g e n e t i c s  o f  human and 

animal p e d i g r e e s  i n  o r d e r  t o  i d e n t i f y  t h e  l o c a t i o n  o f  t h e  genes which p l a y  a 

s i g n i f i c a n t  r o l e  i n  t h e  pa thogenes is  o f  hyper tens ion ,  t o  c h a r a c t e r i z e  t h e s e  

genes and t h e  mechanisms governing t h e i r  express ion ,  and t o  determine t h e  gene 

products  and t h e i r  modes o f  a c t i o n .  I t  is  expected t h a t  t h e  r e s e a r c h 
a p p l i c a t i o n s  w i l l  encompass a v a r i e t y  of  approaches and r e q u i r e  e x p e r t i s e  from 

a wide range o f  d i s c i p l i n e s ,  inc luding  g e n e t i c s ,  molecular biology,  c l i n i c a l  

medicine, mathematics, and s t a t i s t i c s .  


A l e t t e r  o f  i n t e n t  i s  reques ted  by September 1 1 ,  1989, and t h e  d e a d l i n e  f o r  

r e c e i p t  o f  a p p l i c a t i o n s  i s  December 7, 1989. The ea r l i e s t  award d a t e  f o r  

s u c c e s s f u l  a p p l i c a t i o n s  w i l l  be i n  J u l y  1990. Awards w i l l  be made t o  f o r e i g n 

i n s t i t u t i o n s  o n l y  f o r  r e s e a r c h  o f  very  unusual merit, need, and promise.  


The D i v i s i o n  o f  Heart  and Vascular Diseases w i l l  sponsor a n  o r i e n t a t i o n  

meeting i n  an e f f o r t  t o  a l e r t  p o t e n t i a l  a p p l i c a n t s  t o  t h e  c r i t i c a l  i s s u e s  and 

important  experimental  s t r a t e g i e s  f o r  an e f f e c t i v e  a p p l i c a t i o n .  T h i s  meeting 

is t e n t a t i v e l y  planned f o r  June 15, 1989, i n  Bethesda, Maryland. Although

approximately $1.7 m i l l i o n  i n  t o t a l  c o s t s  f o r  t h i s  program is inc luded  i n  t h e  

f i n a n c i a l  p l a n s  f o r  f i s ca l  year  1990, award of g r a n t s  pursuant  t o  t h i s  RFA is  

cont ingent  upon r e c e i p t  o f  funds f o r  t h i s  purpose.  The s p e c i f i c  amount t o  be 

funded, however, w i l l  depend upon t h e  m e r i t  and scope o f  t h e  a p p l i c a t i o n s 

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


P o t e n t i a l  a p p l i c a n t s  should w r i t e  o r  phone t h e  i n d i v i d u a l  l i s t e d  below f o r  t h e  

f u l l  RFA document and f o r  in format ion  about t h e  o r i e n t a t i o n  meeting: 


Stephen C .  Mockrin, Ph.D. 

Deputy Chief 

Hypertension and Kidney Diseases Branch 

Divis ion  o f  Heart and Vascular  Diseases 

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

Federa l  Bui lding,  Room 4C10 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 

Telephone: (301) 496-1857 


-
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STUDIES FOR THE DEVELOPMENT AND IMPROVEMENT OF ANALYTICAL METHODOLOGY FOR 
ANIMAL DRUG RESIDUES I N  TISSUES 

RFA AVAILABLE: FDA-CVM-89-1 

P.T. 34; K.W. 1003008, 0710040, 0710100 

Center f o r  Ve te r ina ry  Medicine 
Food and Drug Adminis t ra t ion  

App l i ca t ion  Rece ip t  Date: May 19, 1989 

The Food and Drug Adminis t ra t ion  (FDA), Center f o r  Ve te r ina ry  Medicine (CVM)
is  announcing t h e  a n t i c i p a t e d  a v a i l a b i l i t y  of  approximately $100,000 f o r  
f i sca l  yea r  1989 f o r  coope ra t ive  agreements t o  suppor t  s t u d i e s  on t h e  
development o f  a n a l y t i c a l  methodologies f o r  r e s i d u e s  o f  animal drugs  i n  
t i s s u e s .  Appropriated FY 1989 funds  are c u r r e n t l y  a v a i l a b l e  f o r  t h e s e  
s t u d i e s .  It is a n t i c i p a t e d  t h a t  one award w i l l  be made i n  FY 1989 and 
a d d i t i o n a l  awards, a t  t h e  same l e v e l  o f  funding, may be made from t h e  
subsequent yea r  a p p r o p r i a t i o n ,  i f  Federa l  f i s ca l  yea r  funds  become a v a i l a b l e .  
The purpose o f  t h e s e  agreements is  t o  provide  f i n a n c i a l  a s s i s t a n c e  t o  suppor t
r e s e a r c h  on new o r  emerging t echn iques  of  a n a l y t i c a l  chemis t ry  t h a t  have no t  
been a p p l i e d  t o  any g r e a t  e x t e n t  t o  t h e  a n a l y s i s  o f  animal drug  r e s i d u e s .  
Support  f o r  t h i s  program may be f o r  a pe r iod  of up t o  3 y e a r s .  

BACKGROUND 

The Code o f  Fede ra l  Regula t ions  (21 CFR 556.1 Subpart  B )  c o n t a i n s  p r e s c r i b e d
t o l e r a n c e s  f o r  r e s i d u e s  o f  new animal drugs  i n  r e d  meat, p o u l t r y ,  and milk.  
I n  o r d e r  t o  ensu re  t h a t  t h e  e s t a b l i s h e d  t o l e r a n c e s  are n o t  exceeded, FDA 
r e q u i r e s  a n a l y t i c a l  methods t h a t  can be used t o  monitor and en fo rce  compliance
wi th  t h e  approved c o n d i t i o n s  o f  safe use o f  drugs  i n  an imals  in tended  f o r  
human food. 

Because t h e  r e s p o n s i b i l i t y  f o r  provid ing  a n a l y t i c a l  methods f o r  s p e c i f i c
r i m a r i l y  wi th  a drug ' s  sponsor,  FDA is  

i n t e r e s t e d  i n  funding r e s e a r c h  on: 
approved drugs  i n  meat and milk rests(17m u l t i r e s i d u e  procedures ,  i . e .  , methods 
o f  a n a l y s i s  t h a t  can be used t o  r e l i a b l y  q u a n t i t a t e  and confirm t h e  i d e n t i t y
o f  classes o f  drug  r e s i d u e s ;  (2) methods f o r  r e s i d u e s  o f  unapproved drugs  t h a t  
may be used i l l e g a l l y  i n  food-producing animals;  and (3) chemical-based 
methods o f  a n a l y s i s  t h a t  can be used t o  confirm a n a l y t i c a l  r e s u l t s  ob ta ined  
wi th  p r e s e n t l y  a v a i l a b l e  a n t i m i c r o b i a l  s c reen ing  a s s a y s  f o r  s e v e r a l  approved
classes o f  a n t i b i o t i c s  used i n  food-producing an imals .  Drug classes o f  
primary i n t e r e s t  i nc lude  beta-lactams, aminoglycosides and r e l a t e d  
a n t i b i o t i c s ,  and nitrobenzamides and t h e i r  reduced (amino) m e t a b o l i t e s .  A 
more complete l i s t  o f  drugs  o f  i n t e r e s t  is  inc luded  i n  t h e  RFA. 

MECHANISM 

Support f o r  t h i s  program w i l l  be i n  t h e  form o f  coope ra t ive  agreement awards. 
These awards  w i l l  be s u b j e c t  t o  all p o l i c i e s  and requi rements  t h a t  govern the  
r e s e a r c h  g r a n t  programs of t h e  Pub l i c  Heal th  Service. 

REVIEW PROCEDURES 

App l i ca t ions  w i l l  undergo i n i t i a l  review by e x p e r t s  i n  t h e  f i e l d s  o f  
a n a l y t i c a l  chemis t ry ,  d rug  chemistry,  and b i o a n a l y s i s .  The e x p e r t s  w i l l  
review and e v a l u a t e  each a p p l i c a t i o n  based on its s c i e n t i f i c  m e r i t .  The 
a p p l i c a t i o n s  w i l l  be s u b j e c t  t o  a second l e v e l  review t o  e v a l u a t e  them based 
on t h e i r  r e l evance  t o  FDA's mission i n  t h e  r e g u l a t i o n  o f  animal drugs .  

Q u e s t i o n s  concerning t h e  programmatic a s p e c t s  o f  t h e  program should be 
addressed  t o :  

D r .  David B.  Batson 
Center f o r  Ve te r ina ry  Medicine, HFV-500 
Food and Drug Adminis t ra t ion  
5600 F i s h e r s  Lane 
Rockvi l le ,  Maryland 20857 
Telephone: (301) 443-6510 
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Request f o r  c o p i e s  o f  t h e  RFA and a p p l i c a t i o n  k i t s  are a v a i l a b l e  from: 


Barbara C .  Moy

S t a t e  C o n t r a c t s  and A s s i s t a n c e  Agreements Branch, HFA-520 

Park Bui ld ing ,  Room 3-20 

Food and Drug Adminis t ra t ion  

5600 F i s h e r s  Lane 

Rockvi l le ,  Maryland 20857 

Telephone: (301) 443-6170 


A p p l i c a t i o n s  must be  submit ted t o  t h e  Food and Drug Adminis t ra t ion  u s i n g  Form 

398 (Rev. 9/86) .  The o u t s i d e  o f  t h e  mai l ing  package and l i n e  2 o f  t h e  

a p p l i c a t i o n  face page should be l a b e l e d  "Response t o  RFA-FDA-CVM-89-1". 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

RESEARCH TRAINING RELATED TO ALZHEIMER'S DISEASE & RELATED DISQRDERS 


P.T. 44; K . W .  0715180, 0720005, 0785130 


Nat iona l  Center  f o r  Nursing Research 


Appl ica t ion  Receipt  Dates: J a n .  10, May 10, S e p t .  10 


The Nat iona l  Center  f o r  Nursing Research ( N C N R )  h a s  an i n t e r e s t  i n  r e s e a r c h  

t r a i n i n g  i n  areas r e l a t e d  t o  p a t i e n t  care.  NCNR recognizes  t h e  importance o f  

suppor t ing  p o t e n t i a l  n u r s e  r e s e a r c h e r s  i n  t h e i r  e f f o r t s  t o  develop s c i e n t i f i c  

e x p e r t i s e  i n  t h e i r  chosen a r e a  o f  r e s e a r c h .  


One focus  o f  p a t i e n t  care t h a t  is r a p i d l y  growing wi th  t h e  increased  

percentage  o f  e l d e r l y  persons  i n  t h e  popula t ion  is t h a t  o f  Alzheimer's  Disease 

and Rela ted  Disorders .  Although some r e s e a r c h  h a s  been done i n  both  t h e  

prevent ion  of t h i s  d i s e a s e  and s t r a t e g i e s  f o r  care t o  both  p a t i e n t s  and t h e i r  

families, f u r t h e r  r e s e a r c h  is needed. Nurse r e s e a r c h e r s  who are w e l l  prepared 

i n  v a r i o u s  a s p e c t s  o f  t h e  d i sease  and methodological approaches f o r  r e s e a r c h  

r e l a t e d  t o  Alzheimer's  d i s e a s e  w i l l  be a b l e  t o  make a s i g n i f i c a n t  c o n t r i b u t i o n  

t o  i n t e r d i s c i p l i n a r y  r e s e a r c h  e f f o r t s  as w e l l  as t o  b a s i c  n u r s i n g  r e s e a r c h .  


The NCNR is  i n t e r e s t e d  i n  suppor t ing  pre- and pos t -doc tora l  f e l l o w s h i p s  f o r  --r 


q u a l i f i e d  n u r s e s  who are w i l l i n g  t o  undertake r e s e a r c h  t r a i n i n g  r e l a t e d  t o  

Alzheimer's  d i s e a s e  and r e l a t e d  d i s o r d e r s .  Appl icants  f o r  t h e s e  f e l l o w s h i p s  

are encouraged t o  s e e k  t r a i n i n g  sponsors  and s i t e s  t h a t  have e s t a b l i s h e d  

r e s e a r c h  programs wi th  t h i s  f o c u s .  An example o f  t h e s e  s i t e s  is  t h e  

Alzheimer's  Disease Research Centers  c u r r e n t l y  funded by t h e  Nat iona l  

I n s t i t u t e  on Aging i n  l o c a t i o n s  throughout  t h e  United S t a t e s .  


ELIGIBILITY 

Appl icants  must meet t h e  c r i t e r i a  f o r  t h e  Nat iona l  Research S e r v i c e  Award f o r  

I n d i v i d u a l  p r e d o c t o r a l  and p o s t d o c t o r a l  Nurse Fel lowships .  F u r t h e r  

in format ion  on t h e s e  c r i t e r i a  and c u r r e n t l y  funded Alzheimer's  Disease 

Research programs can be obta ined  by c o n t a c t i n g :  


D i v i s i o n  o f  Extramural Programs

Extramural Programs

Nat iona l  Center  f o r  Nursing Research 

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

Bui ld ing  31, Room 5B13 

Bethesda, Maryland 20894 

Telephone: (301) 496-0526 


T h i s  program is  d e s c r i b e d  i n  t h e  Catalog of  Federa l  Domestic Assistance No. 

13.361, Nursing Research. Awards are made under t h e  a u t h o r i t y  o f  t h e  PHS A c t , 

S e c t i o n s  301, 483, 484, and 487 as amended by P u b l i c  Law 99-158 and 97-219. 

Awards are adminis te red  under PHS g r a n t  p o l i c i e s  and Federa l  r e g u l a t i o n s  42 

CFR P a r t  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  t h e  

intergovernmental  review requirements  o f  Execut ive Order 12372 o r  t o  review by 

a Heal th  Systems Agency. 
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"I 

WIR CELL REGENERATION 

P.T. 34; K.W. 0705070, 0775005, 0760015, 0715050 

Nat iona l  I n s t i t u t e  on Deafness and Other Communication Di so rde r s  

The Nat iona l  I n s t i t u t e  on Deafness and Other Communication Di so rde r s  ( N I D C D )  
encourages t h e  submission o f  i n d i v i d u a l  r e s e a r c h  g r a n t  a p p l i c a t i o n s  r e l a t e d  t o  
t h e  r e g e n e r a t i o n  of h a i r  c e l l s  i n  t h e  a u d i t o r y  and v e s t i b u l a r  e p i t h e l i a  o f  
an imals .  

BACKGROUND 

The r e g e n e r a t i v e  c a p a c i t y  o f  t h e  h a i r  c e l l  e p i t h e l i a  i n  t h e  mechanoreceptive
l a t e r a l  l i n e  organs  o f  f i s h  and amphibians has  been known f o r  decades.  The 
h a i r  c e l l  e p i t h e l i a  o f  some of t h e s e  v e r t e b r a t e s  add new h a i r  c e l l s  throughout
l i f e  and r e p l a c e  t h o s e  l o s t  or damaged. The r e g e n e r a t i v e  c a p a c i t i e s  o f  t h e  
l a t e ra l  l i n e  organs  a f t e r  i n j u r y  have been e x t e n s i v e l y  s t u d i e d  i n  t h e  t a i l  
stumps of  amphibian l a r v a e .  D i f f e r e n t i a l  i n t e r f e r e n c e  o p t i c s  and f l o u r e s c e n t  
microscopy methods have r evea led  t h a t  r egene ra t ed  neuromasts develop from 
ce l l s  i n  t h e  s u r v i v i n g  neuromasts of t h e  t a i l  stump. S t u d i e s  have sugges ted
t h a t  t h e  progeny of suppor t ing  ce l l s  produce both  h a i r  c e l l  and suppor t ing
ce l l s .  D i f f e r e n t i a t e d  h a i r  cells  have n o t  been observed t o  d i v i d e  or t o  
migra te .  S t u d i e s  o f  embryonic development and postembryonic r e g e n e r a t i o n  o f  
t h e  la teral  l i n e  system have provided approaches and hypotheses f o r  t h e  s tudy
o f  r e g e n e r a t i o n  o f  h a i r  c e l l s  i n  t h e  inne r  ear. 

The sensory  e p i t h e l i a  i n  t h e  ears o f  some f i s h  and amphibians con t inue  t o  grow
throughout postembryonic l i f e  and may have t h e  c a p a c i t y  for r e g e n e r a t i o n  of  
h a i r  cells  i n  response  t o  i n j u r y .  A l l  t h e  c e l l u l a r  e lements  o f  t h e s e  i n n e r  
ear e p i t h e l i a  con t inue  t o  grow dur ing  postembryonic l i f e .  Hair ce l l s  i n c r e a s e  
i n  number, t h e  suppor t ing  ce l l s  p r o l i f e r a t e ,  and t h e  nerve  supply grows,
p r i m a r i l y  through hypertrophy. I n  c e r t a i n  anamniotes t h e  l o c a t i o n  o f  
postembryonic p r o l i f e r a t i o n  o f  h a i r  cel ls  has  been i d e n t i f i e d  by i n c o r p o r a t i o n
o f  DNA p recu r so r s ;  a set o f  u l t r a s t r u c t u r a l  c h a r a c t e r i s t i c s  has  been developed 
t o  i d e n t i f y  newly d i f f e r e n t i a t i n g  h a i r  cel ls .  The major p r o l i f e r a t i o n  s i t e  
f o r  t h e  h a i r  c e l l s  is t h e  o u t e r  edge o f  t h e  sensory  e p i t h e l i a  i n  a t  least  some 
ears. Labeled suppor t ing  ce l l s  have been found throughout t h e  ep i the l ium.  As 
i n  t h e  l a t e r a l  l i n e  organs,  t h e  suppor t ing  ce l l s  may p l a y  a key r o l e  i n  t h e  
repair  of  damage t o  h a i r  c e l l  e p i t h e l i a  i n  t h e  ear.  

I n  c o n t r a s t  t o  t h e  product ion  of  h a i r  c e l l s  i n  f i s h  and amphibians, t h e  
product ion  o f  h a i r  c e l l s  i n  b i r d s  and m a m m a l s  w a s  thought  t o  cease w e l l  b e f o r e  
t h e  t i m e  o f  b i r t h .  It is now known t h a t  h a i r  c e l l  r e g e n e r a t i o n  i n  b i r d s  can 
occur a f t e r  e i t h e r  a c o u s t i c  trauma or aminoglycoside o t o t o x i c i t y .  For 
example, r e c e n t  s t u d i e s  have demonstrated t h a t  h a i r  cells  i n  t h e  mature 
cochlea  o f  young ch ickens  and a d u l t  q u a i l  r e g e n e r a t e  af ter  a c o u s t i c  trauma. 
Radioac t ive  thymidine l a b e l i n g  was seen  i n  both  h a i r  c e l l s  and suppor t ing
cells a t  t h e  l e s i o n e d  s i te .  The p r e c u r s o r s  o f  t h e  r egene ra t ed  h a i r  cel ls  may
be suppor t ing  ce l l s  or o t h e r  u n i d e n t i f i e d  l a t e n t  stem cel ls .  

RESEARCH GOALS AND SCOPE 


Understanding t h e  mechanism of t h e  development, dea th ,  and r e g e n e r a t i o n  o f  
h a i r  c e l l s  adds t o  t h e  knowledge o f  t h e  under ly ing  mechanisms o f  hea r ing ,
hea r ing  loss, balance ,  and ba lance  d i s o r d e r s .  Fu r the r ,  t h e  s tudy  o f  h a i r  c e l l  
r e g e n e r a t i o n  i n  nonmammalian species may provide  r a t i o n a l  approaches toward 
s t i m u l a t i o n  of h a i r  cel l  r e g e n e r a t i o n  i n  m a m m a l s .  For example, i f  
r e g e n e r a t i o n  of h a i r  c e l l s  does no t  spontaneously occur  af ter  trauma i n  
m a m m a l s ,  it might s t i l l  be p o s s i b l e  t o  induce r e g e n e r a t i o n  o f  h a i r  c e l l s  wi th  
a mitogenic growth f a c t o r .  I t  is  hoped t h a t  some day c o n t r o l l a b l e  product ion
o f  h a i r  c e l l s  i n  humans can be achieved and u t i l i z e d  t o  r e s t o r e  hea r ing  and 
ba lance  f u n c t i o n .  

Areas o f  i n t e r e s t  i n  t h e  r e g e n e r a t i o n  o f  h a i r  cel ls  inc lude ,  bu t  are no t  
l i m i t e d  t o ,  t h e s e :  

o 	 Mechanism by which a c o u s t i c ,  o t o t o x i c ,  o r  o t h e r  k inds  of trauma 
cause  i n j u r y  and dea th  o f  h a i r  cells  and t h e i r  elements,  i nc lud ing
t h e  s t e r e o c i l i a .  

o Mechanisms of  a c t i v a t i o n  and d e a c t i v a t i o n  o f  r e g e n e r a t i o n .  

o Source, migra t ion ,  and d i f f e r e n t i a t i o n  o f  r egene ra t ed  ce l l s .  

o 	 U l t r a s t r u c t u r a l  and biochemical c h a r a c t e r i s t i c s  t h a t  i d e n t i f y  newly
d i f f e r e n t i a t e d  h a i r  c e l l s .  
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Trophic and growth f a c t o r s  involved i n  r e g e n e r a t i o n .  

Gene probes  and an t ibody markers of  o t i c  e p i t h e l i a l  ce l l s ,
p a r t i c u l a r l y  t h o s e  expressed  e a r l y  i n  d i f f e r e n t i a t i o n .  

I n n e r v a t i o n  o f  r egene ra t ed  h a i r  c e l l s  and r e s t o r a t i o n  of  
p h y s i o l o g i c a l  and behav io ra l  f u n c t i o n  as a r e s u l t  o f  h a i r  c e l l  
r e g e n e r a t  i o n .  

Changes i n  coch lea r  mechanics and h a i r  c e l l  physiology as a 
f u n c t i o n  of  r e g e n e r a t i o n .  

Regula t ion  o f  s y n t h e s i s  and f u n c t i o n  o f  n e u r o t r a n s m i t t e r s  i n  
r egene ra t ed  h a i r  c e l l s .  

C e l l u l a r  metabolism a t  v a r i o u s  l o c a t i o n s  i n  t h e  h a i r  c e l l  e p i t h e l i a
b e f o r e  and a f t e r  trauma. 

Role o f  t h e  e x t r a c e l l u l a r  m i l i e u ,  c e l l  adhesion molecules,  and 
i n t r a c e l l u l a r  and i n t e r c e l l u l a r  i n t e r a c t i o n s  i n  r e g e n e r a t i o n .  

I n t e r a c t i o n s  o f  r e g e n e r a t i o n  wi th  o t h e r  sys temic  c o n d i t i o n s  such as 
age and gender .  

App l i can t s  should focus  t h e i r  r e s e a r c h  on s t u d i e s  r e l a t e d  t o  t h e  mechanisms of  

h a i r  c e l l  r e g e n e r a t i o n  a s  opposed t o  pu re ly  d e s c r i p t i v e  s t u d i e s .  Advances i n  

r e s e a r c h  r e l a t e d  t o  t h e  mechanisms of  h a i r  c e l l  r e g e n e r a t i o n  w i l l  r e q u i r e  t h e  

concep t s  and methods of many d i s c i p l i n e s  such as  b iophys ic s ,  b iochemis t ry ,  and 

c e l l u l a r ,  molecular ,  and developmental b io logy .  


Appl i can t s  are encouraged t o  use q u a n t i t a t i v e  approaches and t o  develop and 

use  modern and r e f i n e d  methods, i n s t rumen ta t ion ,  and procedures  t h a t  may l e a d  

to i d e n t i f i c a t i o n  o f  t h e  specif ic  mechanisms o f  h a i r  c e l l  r e g e n e r a t i o n .  For 

example, s t u d i e s  may inc lude  t h e  development and use  of  i s o l a t e d  ce l l s  i n  

v i t r o ,  t h e  development of  permanent c e l l  l i n e s ,  and v a r i o u s  methods o f  

c e l l u l a r  and molecular b io logy .  


MECHANISM OF SUPPORT 


Appl i ca t ions  may be submi t ted  f o r  i n d i v i d u a l  r e s e a r c h  p r o j e c t  g r a n t s  (Rol l  and 

t h e  F i r s t  Independent Research Support and T r a n s i t i o n  (FIRST) Awards (R29). 


APPLICATION SUBMISSION AND REVIEW PROCEDURES 


U s e  t h e  s t a n d a r d  PHS-398 ( r e v i s e d  9/86) r e s e a r c h  g r a n t  a p p l i c a t i o n  form as 

i n s t r u c t e d  i n  t h e  a p p l i c a t i o n  k i t .  The k i t s  are a v a i l a b l e  from t h e  bus iness  

o f f i c e s  o r  t h e  o f f i c e s  of  sponsored r e s e a r c h  of  most i n s t i t u t i o n s  o r  from t h e  

Div i s ion  o f  Research Grants ,  Nat iona l  I n s t i t u t e s  of  Hea l th .  Type "HAIR CELL 

REGENERATION" i n  I t e m  82 of  t h e  a p p l i c a t i o n  face page and p l a c e  a checkmark i n  

t h e  "YES" box. U s e  t h e  ma i l ing  l a b e l  i n  t h e  a p p l i c a t i o n  k i t  t o  mail  t h e  

o r i g i n a l  and s i x  exac t  c o p i e s  of  t h e  a p p l i c a t i o n  t o  t h e  Div i s ion  of  Research 

Grants  . 

Appl i ca t ions  should  be submi t ted  i n  accordance wi th  t h e  r e c e i p t  d a t e s  

s p e c i f i e d  i n  t h e  a p p l i c a t i o n  k i t .  The a p p l i c a t i o n s  w i l l  be reviewed by a 

Div i s ion  o f  Research Grants  s tudy  s e c t i o n  and t h e n  by a Na t iona l  Advisory

Council accord ing  t o  t h e  schedule  s p e c i f i e d  i n  t h e  a p p l i c a t i o n  k i t .  For more 

in format ion ,  c a l l  o r  w r i t e :  


Jack  Pear l ,  Ph.D. 

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

and Other Communication Di so rde r s  

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

Federa l  Bui ld ing ,  Room 1C-14 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-5061 


T h i s  program is  desc r ibed  i n  t h e  Cata log  o f  Fede ra l  Domestic Ass i s t ance  No. 

13.853, C l i n i c a l  Basis Research, NINCDS o r  13.854, B i o l o g i c a l  Basis Research. 

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  Pub l i c  Hea l th  S e r v i c e  Act,

T i t l e  Iv, S e c t i o n  301 ( P u b l i c  Law 78-410, as amended; 42 USC 241) and 

admin i s t e red  under PHS g r a n t  p o l i c i e s  and Fede ra l  Regu la t ions  42 CFR P a r t  52 

and 45 CFR P a r t  74. Th i s  program i s  no t  s u b j e c t  t o  Heal th  Systems Agency

Review. 


W 
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