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NOTICES 


AFFIRMATIVE ACTION, EQUAL OPPORTUNITY AND C I V I L  RIGHTS 

POLICY STATEMENT FOR CONTRACTORS AND GRANTEES 


P.T. 34; K.W. 1014006 
‘U’ -. 

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

Alcohol ,  Drug Abuse, and Mental Heal th  Adminis t ra t ion  


The Na t iona l  I n s t i t u t e s  of Heal th  ( N I H )  i s  t h e  p r i n c i p a l  biomedical  r e s e a r c h  

agency i n  t h e  world.  I ts  miss ion  is t o  provide  l e a d e r s h i p  and d i r e c t i o n  t o  

biomedical  r e s e a r c h  programs designed t o  improve t h e  h e a l t h  o f  t h e  American 

people .  The N I H  and t h e  Alcohol,  Drug Abuse, and Mental Heal th  Admin i s t r a t ion  

(ADAMHA) conduct and suppor t  r e s e a r c h  and r e s e a r c h  t r a i n i n g  on t h e  causes , 

d iagnos i s ,  p reven t ion ,  and c u r e  o f  human d i s e a s e s ,  and on t h e  fundamental  

b i o l o g i c a l  p rocesses  of human growth and development, and t h e  b i o l o g i c a l 

ef fec ts  o f  t h e  environment;  suppor t s  programs f o r  t h e  c o l l e c t i o n , 

d i s semina t ion ,  and exchange o f  in format ion  on medicine and h e a l t h .  


To accomplish t h i s  miss ion ,  t h e  N I H  funds  over  5 0 0  c o n t r a c t o r s  and over  1,300 
g r a n t e e  i n s t i t u t i o n s  t o  conduct biomedical  r e s e a r c h .  The NIHIADAMHA a l s o  
employs c o n s u l t a n t s  t o  a d v i s e  on s c i e n t i f i c  and n o n s c i e n t i f i c  programmatic
endeavors .  The NIH‘s IADAMHA’s  e f f e c t i v e n e s s  i s  dependent on t h e  c o n s t r u c t i v e  
use  o f  human r e s o u r c e s .  

Interwoven i n t o  t h e  NIHIADAMHA mission is a commitment t o  apply  t h e  p r i n c i p l e s 

and concepts  of a f f i r m a t i v e  a c t i o n ,  equa l  oppor tun i ty ,  and c i v i l  r i g h t s . 

NIHIADAMHA d e c i s i o n s  r ega rd ing  employment, advancement, c a r e e r  development,

t r a i n i n g ,  and t h e  awarding o f  Federa l  funds are made and t h e r e  should  n o t  be 

any d i s c r i m i n a t i o n  based on race, c o l o r ,  r e l i g i o n ,  n a t i o n a l  o r i g i n ,  gender ,  

age,  handicap (bo th  p h y s i c a l  and menta l ) ,  and Veterans  and Veterans  o f  t h e  

Vietnam E r a .  The environment i n  which our  c o n t r a c t o r s  and g r a n t e e s  c a r r y  o u t  

t h e i r  d a i l y  f u n c t i o n s  must be  f ree  o f  d i s c r i m i n a t i o n .  


It i s  t o  t h i s  end t h a t  a r e a f f i r m a t i o n  o f  our  commitment t o  a f f i r m a t i v e  

a c t i o n ,  equa l  oppor tun i ty ,  and c i v i l  r i g h t s  is necessa ry .  NIH/ADAMHA 

managers, s u p e r v i s o r s ,  c o n t r a c t i n g  and g r a n t s  s t a f f ,  c o n t r a c t o r s  and g r a n t e e s  

are expected t o  ensure ,  w i th  renewed v i g o r ,  t h a t  Equal Employment Opportuni ty 

(EEO) p r i n c i p l e s  are f u l l y  i n t e g r a t e d  i n t o  a l l  a s p e c t s  o f  NIHIADAMHA 

ext ramura l  and in t r amura l  programs and a c t i v i t i e s .  T h i s  commitment should  

i nc lude ,  bu t  n o t  be l i m i t e d  t o :  


o 	 i n c r e a s i n g  o p p o r t u n i t i e s  f o r  t h e  employment, t r a i n i n g , 

and advancement o f  racial  and e t h n i c  m i n o r i t i e s ,  women,

handicapped i n d i v i d u a l s  and d i s a b l e d  v e t e r a n s ;  


o 	 expanding g r a n t  and c o n t r a c t  o p p o r t u n i t i e s  f o r  minor i ty 

i n s t i t u t i o n s  and c o n t r a c t  o p p o r t u n i t i e s  f o r  s m a l l ,  

female-owned and disadvantaged bus inesses ;  


o 	 i n c r e a s i n g  t h e  number o f  minor i ty  and women f a c u l t y
members i n  the research programs; 

o 	 i n c r e a s i n g  t h e  p a r t i c i p a t i o n  of  m i n o r i t i e s ,  women,
d i s a b l e d  persons ,  and Vietnam E r a  v e t e r a n s  on 
s c i e n t i f i c  review and p u b l i c  adv i so ry  committees;  and 

o 	 ensu r ing  t h a t  f a c i l i t i e s  are a c c e s s i b l e  and t h a t  

r easonab le  accommodations are provided f o r  d i s a b l e d  

per sons .  


The number o f  minor i ty  and women-owned companies who have c o n t r a c t s  w i th  

NIHIADAMHA h a s  i n c r e a s e d .  The number o f  g r a n t s  t h a t  are awarded t o  minor i ty 

i n s t i t u t i o n s  h a s  a l s o  inc reased .  The NIHIADAMHA i n t e n d s  t o  i n t e g r a t e  f u l l y 

t h e s e  popu la t ions  i n t o  our  c o n t r a c t s  and g r a n t s  programs. 


NIHIADAMHA is committed t o  a d m i n i s t r a t i v e  and s c i e n t i f i c  e x c e l l e n c e  i n  our  

r e s e a r c h  programs. NIHIADAMHA a s k s  your coope ra t ion  wi th  t h e  Div i s ion  o f  

Cont rac t s  and Grants ,  Cont rac t  Compliance Office t o  c a r r y  ou t  bo th  t h e  s p i r i t , 

and i n t e n t  o f  a f f i r m a t i v e  a c t i o n ,  EEO, and c i v i l  r i g h t s  l a w s .  


A l l  q u e s t i o n s  should  be d i r e c t e d  t o :  


Ms. Maureen B.E. Miles 

Div i s ion  o f  Con t rac t s  and Grants  

Bui ld ing  31, Room 1B-23 

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


-.-	 Bethesda, Maryland 20892 
Telephone: (301) 496-2973 
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DATED ANNOUNCEMENTS (RFPs AND RFAs) 


C L I N I C A L  EVALUATION OF FRUIT AND VEGETABLE BASED EXPERIMENTAL FOOD SUPPLEMENTS 


MASTER AGREEMENT RFP AVAILABLE: NCI-CN-95198-69 


P.T. 34; K.W.  0710095, 0202001, 0750025 


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


The Na t iona l  Cancer I n s t i t u t e  ( N C I ) ,  P reven t ion  and Cont ro l  Con t rac t s  S e c t i o n , 

i s  i s s u i n g  a Request f o r  Proposal  (RFP) f o r  Master Agreements t o  provide 

C l i n i c a l  Eva lua t ion  o f  F r u i t  and Vegetable  Based Experimental  Food Supplements

i n  t h e  fo l lowing  areas: 


TASK I - D i e t a r y  Modulation o f  Human Drug Metabolism by Phytochemical
C o n s t i t u e n t s  i n  F r u i t s  and Vegetab les :  Requi res  conduct o f  a c u t e  human 
metabolism s t u d i e s  on h e a l t h y  people  who are c h r o n i c a l l y  consuming
exper imenta l  d i e t s  f o r t i f i e d  wi th  f r u i t  and vege tab le  phytochemicals ;  c o l d  
s t o r a g e  o f  blood,  s a l i v a ,  u r i n e ,  e t c . ,  c o l l e c t e d  from s tudy  p a r t i c i p a n t s ;  and 
sp l i t - s ample  a n a l y s e s  o f  exper imenta l  foods .  

TASK I1 - D i e t a r y  Modulation of Arachidonic  Acid Metabolism by Phytochemical
C o n s t i t u e n t s  i n  F r u i t  and Vegetab les .  Requi res  conduct o f  human s t u d i e s  
focused on measuring t h e  modulatory i n f l u e n c e  o f  f r u i t  and vege tab le
phytochemicals  on c i r c u l a t i n g  p r o s t a g l a d i n  l e v e l s  and a rach idon ic  a c i d  
m e t a b o l i t e s  i n  b i o l o g i c a l  f l u i d s .  

TASK I11 - Dietary Modulation o f  Endogenous S t e r i o d  Metabolism by
Phytochemical C o n s t i t u e n t s  i n  F r u i t s  and Vegetab les .  

O f f e r o r s  can submit p roposa l s  f o r  e i t h e r  o r  a l l  o f  t h e  above t a s k s .  Each t a s k  
w i l l  be  eva lua ted  separately;  however, and one pool  of Master Agreement
Holders  w i l l  be  awarded. A l l  Master Agreement Holders  w i l l  b e  a b l e  t o  compete
f o r  Master Agreement Orders  i s s u e d  du r ing  a f ive -yea r  pe r iod  o f  performance.  

It i s  e s t i m a t e d  t h a t  up t o  two ( 2 )  Master Agreement Orders  w i l l  be  awarded f o r  

each  task  area p e r  y e a r .  The Master Agreement Announcement w i l l  be  a v a i l a b l e  

on o r  about  October 10, 1989. Responses w i l l  be  due on approximately December 

20, 1989. 


_I 

Copies o f  RFP No. NCI-CN-95198-69 may be  ob ta ined  by sending  a w r i t t e n  r e q u e s t  

t o  : 


M r .  Vernon Rainey, Con t rac t ing  Officer 

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

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

Research Con t rac t s  Branch, PCCS 

Execut ive  P laza  South,  Room 635 

9000 Rockv i l l e  P ike  

Bethesda, Maryland 20892 

Telephone: (301)  496-8603 


METHODS DEVELOPMENT FOR PHYTOCHEMICAL COMPLIANCE MARKERS I N  DESIGNER FOODS 


MASTER AGREEMENT RFP AVAILABLE: NCI-CN-95199-69 


P.T. 34; K.W. 0710095, 0202001, 0750025, 0755015, 0755018 


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


The Na t iona l  Cancer I n s t i t u t e  ( N C I ) ,  P revent ion  and Cont ro l  C o n t r a c t s  Sec t ion ,  

is  i s s u i n g  a Request f o r  Proposa l  (RFP) f o r  Master Agreements t o  p rov ide 

Methods Development f o r  Phytochemical Compliance Markers i n  Designer  Food i n  

t h e  fo l lowing  t a s k  areas: 


TASK I - Provide  a n a l y s i s  o f  Phytochemical Compliance Markers i n  Experimental
Foods i n c l u d i n g  s h e l f - l i f e  s t a b i l i t y  s t u d i e s ,  i d e n t i f y i n g  s o u r c e s  f o r  food 
material, v a l i d a t i n g  a n a l y t i c a l  methodology and p a r t i c i p a t i n g  i n  sp l i t - s ample
a n a l y s i s ,  e t c .  

TASK I1 - Provide a n a l y s i s  o f  Phytochemical Compliance Markers i n  Human 
B i o l o g i c a l  F l u i d s .  Th i s  r e q u i r e s  t h e  a c c r u a l  o f  25 h e a l t h y  i n d i v i d u a l s  f o r
t h e  s tudy  and v e r i f i c a t i o n  o f  compliance markers i n  exper imenta l  foods  and f o r  II' 

t h e  de t e rmina t ion  o f  compliance markers i n  b i o l o g i c a l  f l u i d s  of humans 
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consuming exper imenta l  foods .  A s s i s t  t h e  Nat iona l  Cancer I n s t i t u t e  i n  f i l i n g 

of  an I N D  wi th  t h e  FDA. 


Offe ro r s  can submit p roposa l s  f o r  e i t h e r  o r  bo th  o f  t h e  above t a s k s .  Each 
t a s k  w i l l  be eva lua ted  s e p a r a t e l y ;  however, one pool  of Master Agreement
Holders w i l l  be  awarded. A l l  Master Agreement Holders  w i l l  be a b l e  t o  compete
f o r  Master Agreement Orders i s sued  dur ing  t h e  f ive-year  pe r iod  of  performance.

I 
It is  es t ima ted  t h a t  up t o  f i v e  (5)  Master Agreement Orders w i l l  be awarded 

f o r  Task I, p e r  yea r ,  and t h r e e  (3) Master Agreement Orders f o r  Task 11, p e r  

y e a r .  The Master Agreement Announcement w i l l  be  a v a i l a b l e  on o r  about  October 

10, 1989. Responses w i l l  be due on approximately December 20, 1989. 


Copies of  RFP No. NCI-CN-95199-69 may be ob ta ined  by sending a w r i t t e n  r e q u e s t  

t o  : 


M r .  Vernon Rainey, Con t rac t ing  Officer ' 


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

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

Research Con t rac t s  Branch, PCCS 

Execut ive P laza  South,  Room 635 

9000 Rockvi l le  P ike  

Bethesda, Maryland 20892 

Telephone: (301)  496-8603 


SPECIAL STUD1ES FACILITATING THE FLOW OF PRECLIN-& 0 I 1  
PRACTICE 

MASTER AGREEMENT RFP AVAILABLE: NCI-CN- 95201-69 

P.T. 34; K.W. 0710095, 0710040, 0755010, 0765025, 0760025 

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


The Nat iona l  Cancer I n s t i t u t e  ( N C I ) ,  P revent ion  and Cont ro l  Con t rac t s  Sec t ion , 

i s  i s s u i n g  a Request f o r  Proposal  (RFP) f o r  Master Agreements t o  provide 

S p e c i a l  S t u d i e s  F a c i l i t a t i n g  t h e  Flow o f  P r e c l i n i c a l  Research Leads i n t o  

C l i n i c a l  P r a c t i c e  i n  t h e  fo l lowing  t a s k  areas: 


TASK I - Evalua t ion  o f  L ip ids  and Lipopro te in  i n  F l u i d s  and T i s sues  of 
J Laboratory A n i m a l s  Consuming F r u i t  and Vegetable  Products .  

TASK I1 - Evalua t ion  of  An t i e s t rogen ic  A c t i v i t y  Hormone Receptor Funct ion and 
S t e r i o d  Hormone Levels  and Metabolism i n  Laboratory Animals Consuming F r u i t  
and Vegetable Products .  

TASK I11 - Modulation o f  Arochidonic Acid Metabolism by F r u i t  and Vegetable
Products .  

TASK I V  - Evalua t ion  o f  Modulatory A c t i v i t y  of F r u i t  and Vegetable  Products  on 
Key Regula tory  Enzymes, Ant ioxidant  Defenses,  and C y c l i c  Nucleot ide  Levels in 
Laboratory Animals .  

Of fe ro r s  can submit p roposa l s  f o r  e i t h e r  o r  a l l  o f  t h e  above t a s k s .  Each t a s k  

w i l l  be  eva lua ted  s e p a r a t e l y ;  however, and one pool  o f  Master Agreement

Holders  w i l l  be  awarded. A l l  Master Agreement Holders  w i l l  be a b l e  t o  compete

f o r  Master Agreement Orders  i s s u e d  dur ing  a f ive-year  pe r iod  o f  performance. 


It is  es t ima ted  t h a t  approximately two t o  f o u r  Master Agreement Orders w i l l  be  

awarded f o r  each t a s k  area per  yea r .  The Master Agreement Announcement w i l l  

be a v a i l a b l e  on o r  about  October 10, 1989. Responses w i l l  be  due on 

approximately December 20 ,  1989. 


Copies o f  RFP No. NCI-CN-95201-69 may be ob ta ined  by sending a w r i t t e n  r eques t 

t o  : 


M r .  Vernon Rainey, Con t rac t ing  Officer 

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

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

Research Con t rac t s  Branch, PCCS 

Execut ive Plaza South,  Room 635 

9000 Rockvi l le  Pike 

Bethesda, Maryland 20892 

Telephone: (301) 496-8603 


id 
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IMMUNE RESPONSE TO XENOBIOTICS 


RFP AVAILABLE: NIH-ES-89-31 


P.T. 34; K.W. 1007009, 0710070, 0715110 

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


The Nat iona l  I n s t i t u t e  o f  Environmental Heal th  Sc iences  (NIEHS), Nat iona l  
I n s t i t u t e s  o f  Heal th  ( N I H ) ,  is  s o l i c i t i n g  p roposa l s  f o r  a pro2Tct involv ing
immunotoxicity s t u d i e s ,  i nc lud ing  h y p e r s e n s i t i v i t y ,  on v a r i o u s  . enob io t i c s .  
These s t u d i e s  w i l l  f u r t h e r  t h e  unders tanding  of  t h e  p o t e n t i a l  to: : icological
m a n i f e s t a t i o n s  a s s o c i a t e d  wi th  t h e  use  of t h e s e  compounds. The p r o j e c t  is  
t a s k  o r i e n t e d .  I n  yea r  1 ,  t h e  c o n t r a c t o r  w i l l  be r e q u i r e d  t o  demonstrate  
p r o f i c i e n c y  i n  t h e  u s e s  o f  t h e  immune t e s t i n g  p a n e l s  u s ing  one known chemical .  
If approved by t h e  P r o j e c t  O f f i c e r ,  t h e  c o n t r a c t o r  w i l l  be  r e q u i r e d  t o  
i n i t i a t e  Task I1 which inc ludes  t h e  fo l lowing  sub ta sks :  I -A  - Dose Range
Finding  s t u d i e s  on 4 xenob io t i c s ;  I - B  - Immune Funct ion T e s t i n g  on 3- Mousexenob io t i c s ;  I - C  - Host Res i s t ance  Assays on 2 xenob io t i c s ;  and I - D  
Skin H y p e r s e n s i t i v i t y  s t u d i e s  on 3 x e n o b i o t i c s .  Those x e n o b i o t i c s  s e l e c t e d  
f o r  t e s t i n g  under sub ta sks  I -A  through I - C  w i l l  ove r l ap ,  whi le  t h o s e  s e l e c t e d  
f o r  t e s t i n g  i n  sub ta sk  I - D  w i l l  probably be d i s t i n c t .  I n  y e a r s  2-5, t h e  
c o n t r a c t o r  w i l l  be  r e q u i r e d  t o  con t inue  Task 11. S p e c i f i c a l l y ,  t h e  fo l lowing
sub tasks  w i l l  be r e q u i r e d  each y e a r :  I I - A  - Dose Range Finding s t u d i e s  on 6 
xenob io t i c s ;  I I - B  - Immune Funct ion T e s t i n g  on 4 o f  t h e  x e n o b i o t i c s  examined 
under 1 1 - A j  I I - C  - Host Res i s t ance  Assays on 2 of t h e  x e n o b i o t i c s  examined i n  
I I - B ;  and I I - D  - Mouse Skin H y p e r s e n s i t i v i t y  t e s t i n g  on 4 chemicals .  I n  
a d d i t i o n ,  i n  y e a r s  2-5, Task I11 w i l l  be undertaken and w i l l  involve  
development and implementation of new methodology. The Government e s t i m a t e s  
t h a t  t h i s  p r o j e c t  w i l l  r e q u i r e  approximately 2 .2  p r o f e s s i o n a l  person-years ,
1 .0  s e n i o r  t e c h n i c a l  person-years ,  and 2 . 2  t e c h n i c a l  person-years  pe r  c o n t r a c t  
y e a r .  One c o n t r a c t  is  contemplated.  The RFP w i l l  be r e l e a s e d  on o r  about 
October 4, 1989, w i th  responses  due by November 17, 1989. A l l  r e s p o n s i b l e  
sou rces  may submit a proposa l  which will be cons ide red  by the Agency. 

Requests  should r e f e r e n c e  RFP NIH-ES-89-31 and should be forwarded t o :  


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

Cont rac t s  and Procurement Management Branch, OM 

ATTN: Mary B .  Armstead, Cont rac t ing  O f f i c e r  

79 T.W. Alexander Drive,  4401 Bui ld ing 

P.O. Box 12874 

Research T r i a n g l e  Park,  North Caro l ina  27709 


POSTPRANDIAL LIPOPROTEINS AND ATHEROSCLEROSIS 


RFA AVAILABLE: 89-HL-15-P 


P.T. 34; K.W. 0715040, 0765025, 0765032, 0785055 


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


Appl i ca t ion  Rece ip t  Date:  January  16, 1990 


The S o c i a l  and Environmental  Epidemiology Branch o f  t h e  Div i s ion  o f  
Epidemiology and C l i n i c a l  App l i ca t ions ,  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  Cooperat ive
Agreement App l i ca t ions  (RFA)  f o r  i n v e s t i g a t o r s  t o  p a r t i c i p a t e ,  w i th  a s s i s t a n c e  
o f  NHLBI s t a f f ,  i n  a m u l t i c e n t e r  s tudy  of  t h e  above s u b j e c t .  

L ipopro te ins  appear ing  i n  blood a f te r  a f a t t y  meal may be p a r t i c u l a r l y 

a the rogen ic ,  c o n t r i b u t i n g  t o  d i s e a s e  development even i n  persons  wi thout  

e l e v a t e d  f a s t i n g  l i p i d s .  This  program w i l l  suppor t  c o l l a b o r a t i v e  p lanning  and 

conduct o f  a s tudy  t o  e v a l u a t e  l i p o p r o t e i n  responses  t o  an o r a l  f a t  cha l l enge  

among persons  wi th  evidence of  a t h e r o s c l e r o s i s  (cases) and comparable 

c o n t r o l s .  R e s u l t s  a r e  in tended  t o  apply t o  a t h e r o s c l e r o s i s  t y p i c a l l y  found i n  

gene ra l  popu la t ions .  Some s tudy  elements  w i l l  be performed fo l lowing  a common 

pro toco l ;  o t h e r s  may d i f f e r  a t  each s tudy  c e n t e r .  


T h i s  RFA may be o f  i n t e r e s t  t o  i n v e s t i g a t o r s  i n  s e v e r a l  f i e l d s .  
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  is sought ,  r e q u i r i n g  coopera t ion  o f  persons  with 
biochemical  and ep idemiologica l  e x p e r t i s e ,  and access  t o  both  an expe r t  l i p i d
l a b o r a t o r y  and a screened  or examined popu la t ion  from which r e p r e s e n t a t i v e  
c a s e s  and comparable c o n t r o l s  a r e  drawn. L ip id  measurements t h a t  a r e  needed are r e l a t i v e l y  complex. E x p e r t i s e  i n  e v a l u a t i n g  persons  f o r  evidence o f  .mw 

a t h e r o s c l e r o t i c  d i s e a s e  is  needed. 
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I n c l u s i o n  o f  women and minor i ty  popu la t ions  is encouraged; and i f  t h e y  are 

excluded, r easons  f o r  t h e i r  exc lus ion  must be provided i n  t h e  a p p l i c a t i o n .  


Minori ty  i n s t i t u t i o n s  are encouraged t o  apply ,  and o t h e r  i n s t i t u t i o n s  a r e  

encouraged t o  e s t a b l i s h  c o l l a b o r a t i v e  arrangements  wi th  minor i ty  i n s t i t u t i o n s .  


I n t e r e s t e d  p a r t i e s  may r e q u e s t  a copy o f  t h e  complete RFA from: 


A . .  Richey S h a r r e t t  M .  D ., D r  .P .H . 

S o c i a l  and Environmental  Epidemiology Branch 

Div i s ion  o f  Epidemiology and C l i n i c a l  App l i ca t ions 

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

Federa l  Bui ld ing ,  Room 2C08 

7550 Wisconsin Ave. 

Bethesda,  Maryland 20897 


O N G O I N G  PROGRAM ANNOUNCEMENTS 


THE EFFECTS OF ORAL FACTORS ON TASTE AND SMELL 


P.T. 3 4 ;  K.W. 0715148,  1002034,  0745010, 0745020 

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


The C r a n i o f a c i a l  Anomalies, Pa in  Cont ro l  and Behaviora l  Research Branch o f  t h e  
Na t iona l  I n s t i t u t e  of  Denta l  Research ( N I D R )  encourages submission o f  g r a n t
a p p l i c a t i o n s  t o  conduct r e s e a r c h  i n c r e a s i n g  unders tanding  o f  r e l a t i o n s h i p s
between t h e  chemical  senses  and t h e  o r a l  environment.  O f  s p e c i a l  i n t e r e s t  are 
s t u d i e s  i d e n t i f y i n g  t h e  impact o f  o r a l  cond i t ions /d i seases ,  o r a l  behaviors ,  o r  
d e n t a l  p rocedures  upon chemosensory f u n c t i o n .  S t u d i e s  c l a r i f y i n g  p r o c e s s e s
through which c o n d i t i o n s  i n  t h e  o r a l  environment i n f l u e n c e  t a s t e  and s m e l l  are 
o f  p a r t i c u l a r  i n t e r e s t .  Also encouraged are d e n t a l l y - r e l e v a n t  s t u d i e s  
deve loping  improved approaches t o  prevent ion ,  d e t e c t i o n ,  d i agnos i s ,  o r  
t r e a t m e n t  o f  impaired chemosensory f u n c t i o n i n g .  Through t h i s  announcement,
N I D R  s eeks  t o  expand chemosensory r e s e a r c h  and t o  complement ongoing programs
o f  major suppor t  f o r  r e s e a r c h  on t a s t e  and smell provided by t h e  Div i s ion  o f  
Communicative and Neurosensory Di so rde r s  i n  t h e  Nat iona l  I n s t i t u t e  o f  Deafness 
and Other Communication Di so rde r s  ( N I D C D ) .  

Id BACKGROUND 


The chemical senses o f  t a s t e  and smell invo lve  chemical t r a n s d u c t i o n  o f  

molecules  a t  o l f a c t o r y  and tas te  r e c e p t o r  s i tes .  These r e c e p t o r  cel ls  show a 

unique,  and s t i l l  poor ly  understood c a p a b i l i t y  t o  r e p l a c e  themselves , 

r e g e n e r a t i n g  f r e q u e n t l y  as long  as t h e y  are inne rva ted .  D i so rde r s  o f  t h e  

chemical s enses  impair  q u a l i t y  o f  l i f e  and h e a l t h  through a f f e c t i n g  v i t a l  

behav io r s  such as food i n t a k e  and s e l e c t i o n ,  o r  r e c o g n i t i o n  o f  dangers  ( e . g . , 

from s p o i l e d  food, gas  l e a k s ,  e t c . ) .  


Though t h e  e x a c t  preva lence  of t a s t e  and s m e l l  d i s o r d e r s  i n  t h e  U.S. 
popu la t ion  is n o t  known, exper ience  from NIH-sponsored r e g i o n a l  c l i n i c a l  
c e n t e r s  s t u d i e s  s u g g e s t s  t h a t  w e l l  over  2 m i l l i o n  U.S. a d u l t s  s u f f e r  from 
t h e s e  c o n d i t i o n s .  A recent survey  invo lv ing  1 . 5  m i l l i o n  p a r t i c i p a n t s
i n d i c a t e d  t h a t  1.2 p e r c e n t  s u f f e r e d  t o t a l  l o s s  o f  o l f a c t o r y  f u n c t i o n .  
Problems i n  chemosensation p a r t i c u l a r l y  a f f l i c t  i n d i v i d u a l s  over  t h e  age o f  
60--the most r a p i d l y  growing age group i n  t h e  U.S. O l fac to ry  a b i l i t i e s  d e c l i n e  
p r o g r e s s i v e l y  from e a r l y  adul thood and s u b s t a n t i a l  decrements are common among
o l d e r  a d u l t s .  More s u b t l e  decrements i n  t a s t e  f u n c t i o n  ( o f t e n  a s s o c i a t e d  wi th  
i l l n e s s e s  o r  medical treatments r a t h e r  t h a n  t h e  ag ing  p rocess  p e r  se)  a l s o  
occur .  

Chemosensory impairments are found i n  sys temic  d i s e a s e s  such as m u l t i p l e
sclerosis, d i a b e t e s ,  and Alzheimer 's  d i s e a s e .  They can a l s o  r e s u l t  from head 
i n j u r i e s ,  c o l d s  o r  v i r a l  i n f e c t i o n s ,  c y s t i c  f i b r o s i s ,  S jog ren ' s  syndrome,
a l l e r g i e s ,  cer ta in  drugs ,  and chemotherapy and r a d i a t i o n  t r ea tmen t  f o r  
cance r s .  Tase d i s o r d e r s  may a l s o  accompany o r a l  d i s e a s e s ,  such as p e r i o d o n t a l
d i s e a s e s ,  xerostomia,  o r  "burning mouth" syndrome. O l fac to ry  d i s o r d e r s  o f t e n  
r e s u l t  from o b s t r u c t i o n  o f  t h e  n a s a l  a i rway which occur s  wi th  n a s a l  po lyps  o r  
some c r a n i o f a c i a l  anomalies .  The release o f  blood and i n f e c t i o n  byproducts
i n t o  the o r a l  c a v i t y  from i n f e c t i o n s  o r  d i s e a s e  can produce dysgeus ias  ("bad"
tas tes)  o f t e n  n o t  recognized  t o  ref lect  o r a l  pa thology.  Condi t ions  i n  t h e  
o r a l  c a v i t y ,  such  as a l t e r e d  s a l i v a r y  f low and composi t ion,  have been found t o  
i n f l u e n c e  t a s t e  f u n c t i o n  o r  produce dysgeus i a s .  

I' 

D e n t i s t s  are o f t e n  t h e  f i rs t  h e a l t h  p r o f e s s i o n a l s  consu l t ed  when p a t i e n t s 

exper ience  problems r e l a t e d  t o  t a s t e  o r  smell. Y e t  t h e  a v a i l a b l e  knowledge 


Vol.  1 8 ,  No. 3 4 ,  September 29 ,  1989 - Page 5 



-- 

base  p rov ides  l i t t l e  informat ion  r ega rd ing  t h e  r o l e  of t h e  o r a l  environment i n  

chemosensation and minimal guidance f o r  d e n t a l  p r o f e s s i o n a l s  concerning 

e f f e c t i v e  p reven t ion ,  d e t e c t i o n ,  o r  t r ea tmen t  o f  chemosensory d i s o r d e r s .  


RESEARCH GOALS 


The N I D R  s eeks  t o  expand unders tanding  o f  mechanisms unde r ly ing  r e l a t i o n s h i p s 

between o r a l  d i s e a s e s  o r  c o n d i t i o n s  and chemosensation; i n c r e a s e  unders tanding 

o f  r e l a t i o n s h i p s  between v a r i o u s  d e n t a l  t r e a t m e n t s  and/or o r a l  behav io r s  and 

chemosensory f u n c t i o n  o r  dysfunct ion;  improve t h e  d e t e c t i o n ,  p reven t ion , 

d i a g n o s i s ,  and t r ea tmen t  o f  chemosensory d i s o r d e r s  i n  r e l a t i o n  t o  t h e  o r a l  

environment o r  t o  o r a l  h e a l t h .  


Basic ,  c l i n i c a l ,  o r  ep idemiologica l  s t u d i e s  can be suppor ted .  However, 

r e sponses  t o  t h i s  announcement must r e l a t e  t o  t h e  above aims and/or show clear 

t i e s  t o  t h e  o r a l  environment,  d e n t a l  r e s e a r c h  approaches,  o r a l  h e a l t h ,  o r  

d e n t a l  c a r e .  


Basic  s t u d i e s  might,  f o r  example, c h a r a c t e r i z e  mechanisms through which 
a s p e c t s  of  t h e  o r a l  environment ( e . g . ,  s a l i v a r y  f low,  o r a l  pathology,
c r a n i o f a c i a l  i n j u r i e s  o r  c r a n i o f a c i a l  anomal ies )  modify chemosensory f u n c t i o n .  
S t u d i e s  of  a g e - r e l a t e d  changes i n  o r a l  t i s s u e s  r e l a t e d  t o  v a r i a t i o n s  i n  t a s t e  
and o l f a c t i o n  a r e  encouraged, as a r e  s t u d i e s  a s s e s s i n g  changes i n  chemosensory
f u n c t i o n  a s s o c i a t e d  wi th  d e n t a l  p rocedures  such a s ,  u se  o f  d e n t a l  p r o s t h e s e s  
o r  d e n t a l  imp lan t s ,  o r thogna th ic  su rge ry ,  o r  w i th  o r a l  h a b i t s  ( e . g . ,  u se  o f  
smokeless o r  smoked t o b a c c o ) .  Populat ion-based o r  c l in i c -based  
ep idemiologica l  s t u d i e s  may inc lude ,  bu t  are no t  l i m i t e d  t o ,  s t u d i e s  
de te rmining  t h e  p reva lence  o f  chemosensory d i s o r d e r s  and r e l a t e d  o r a l  
d i s o r d e r s  o r  s t u d i e s  of  f a c t o r s  i n f l u e n c i n g  i n d i v i d u a l s  wi th  chemosensory
d i s t u r b a n c e s  t o  seek  t r e a t m e n t .  I t  i s  a n t i c i p a t e d  t h a t  b a s i c  r e s e a r c h  may
r e c e i v e  g r e a t e r  emphasis i n i t i a l l y ,  i n  o r d e r  t o  e s t a b l i s h  an a p p r o p r i a t e  
con tex t  f o r  s t r u c t u r i n g  c l i n i c a l  r e s e a r c h  hypotheses  and approaches.  C l i n i c a l  
s t u d i e s  r e l a t e d  t o  p reven t ion ,  d e t e c t i o n ,  d i a g n o s i s ,  o r  t r ea tmen t  o f  
chemosensory d i s o r d e r s  may a l s o  be i n i t i a t e d ,  as r e l a t i o n s h i p s  between o r a l  
f a c t o r s  and o r a l  sensory  f u n c t i o n  become more c l e a r l y  e s t a b l i s h e d .  

MECHANISM OF SUPPORT 


Support  f o r  t h i s  program w i l l  be  provided  through r e s e a r c h  o r  r e s a a r c h  

t r a i n i n g  g r a n t s ,  i n c l u d i n g  r e g u l a r  p r o j e c t  g r a n t s  ( R o l l ,  smal l  g r a n t s  (R031,

FIRST awards (R291, Small  Bus iness  Innovat ion  Research g r a n t s  (R431441,

Nat iona l  Research S e r v i c e  Award I n d i v i d u a l  Fe l lowships  (F321, Na t iona l  

Research S e r v i c e  Award f o r  s e n i o r  f e l l o w s  (F331, Career  Development Awards 

(K041, Phys ic i an  S c i e n t i s t  Awards ( K l l ) ,  and I n d i v i d u a l  Dental  S c i e n t i s t  

Awards ( K 1 5 ) .  P o l i c i e s  t h a t  govern r e s e a r c h  g r a n t  programs o f  t h e  Na t iona l  

I n s t i t u t e s  o f  Heal th  w i l l  p r e v a i l .  


APPLICATION AND REVIEW PROCEDURES 


Appl i ca t ions  w i l l  be  i n i t i a l l y  reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  m e r i t  i n  
accordance wi th  u s u a l  N I H  pee r  review procedures  f o r  r e s e a r c h  g r a n t s  by
a p p r o p r i a t e  s tudy  s e c t i o n .  Review c r i t e r i a  inc lude  t h e  s i g n i f i c a n c e  and 
o r i g i n a l i t y  o f  t h e  r e s e a r c h  g o a l s  and approaches;  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;  t r a i n i n g ,  exper ience ,  r e s e a r c h  
competence, and d e d i c a t i o n  o f  t h e  i n v e s t i g a t o r ( s 1 ;  adequacy o f  a v a i l a b l e  
f a c i l i t i e s  and s tudy  popu la t ions ;  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  and t h e  humane care o f  animals;  and a p p r o p r i a t e n e s s  o f  t h e  r eques t ed
budget .  App l i can t s  are encouraged t o  inc lude  women and m i n o r i t i e s  i n  s tudy
des igns ,  i f  such i n c l u s i o n  is f e a s i b l e .  For s t u d i e s  which exc lude  women or 
m i n o r i t i e s ,  a c lear  r a t i o n a l e  f o r  exc lus ion  should  be provided .  

Funding d e c i s i o n s  w i l l  be  based on Study S e c t i o n  and Na t iona l  Advisory Counci l  

recommendations r e g a r d i n g  s c i e n t i f i c  merit  and program re l evance ,  and t h e  

a v a i l a b i l i t y  o f  a p p r o p r i a t e d  funds .  


Q u e s t i o n s  concern ing  t h i s  announcement may be addressed  t o  D r .  P a t r i c i a  Bryant 
a t  t h e  addres s  g iven  below. App l i ca t ions  f o r  r e s e a r c h  g r a n t s  should  be 
submi t ted  on form PHS-398, and t h e  s p e c i a l  i n s t r u c t i o n s  f o r  smal l  g r a n t s  and 
FIRST awards should  be fol lowed when a p p l i c a b l e .  App l i ca t ion  forms and 
s p e c i a l  i n s t r u c t i o n s  a r e  a v a i l a b l e  i n  t h e  b u s i n e s s  o r  g r a n t s  o f f i c e  a t  most 
academic o r  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  Div i s ion  o f  Research Grants ,
Na t iona l  I n s t i t u t e s  o f  Hea l th .  App l i ca t ions  w i l l  be  accepted  i n  accordance 
wi th  t h e  customary r e c e i p t  d a t e s  f o r  new a p p l i c a t i o n s  on an  i n d e f i n i t e  b a s i s  
a t  t h e  a p p r o p r i a t e  d e a d l i n e s  f o r  t h e  suppor t  mechanisms s e l e c t e d .  For R 0 3 l s ,
t h e r e  are no set  d e a d l i n e s .  

19Fl 
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The phrase  "THE EFFECTS OF ORAL FACTORS ON TASTE AND SMELL" should be typed on 
l i n e  2 o f  t h e  face page o f  t h e  a p p l i c a t i o n .  The o r i g i n a l  and s i x  cop ie s
should be s e n t  or d e l i v e r e d  t o :  

Grants  App l i ca t ion  Receipt  Of f i ce  

Divis ion  o f  Research Grants  

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


'Id 	 Westwood Bui ld ing ,  Room 240 
Bethesda, Maryland 20892-45OOXX 

Appl icants  i n t e r e s t e d  i n  s tudy ing  o r a l  cond i t ions /d i seases  or d e n t a l  
t r ea tmen t s  as r e l a t e d  t o  t a s t e  and s m e l l  are encouraged t o  c o n t a c t  D r .  
P a t r i c i a  Bryant a t  t h e  addres s  and phone number i n d i c a t e d :  

P a t r i c i a  S .  Bryant ,  Ph.D. 
Heal th  S c i e n t i s t  Adminis t ra tor  

Cran io fac i a l  Anomalies, Pain Control  

and Behavioral  Research Branch 
Nat iona l  I n s t i t u t e  o f  Dental  Research 
Westwood Bui ld ing ,  Room 506 
Bethesda, Maryland 20892-4500 
Telephone: ( 3 0 1 )  496-7807 

Appl icants  i n t e r e s t e d  i n  o t h e r  b a s i c  or c l i n i c a l  r e s e a r c h  i s s u e s  r e l a t e d  t o  

t a s t e  and smel l  may c o n t a c t  D r .  J ack  P e a r l  f o r  a d d i t i o n a l  in format ion  

r ega rd ing  N I D C D l s  r e s e a r c h  p r i o r i t i e s .  


Jack  P e a r l ,  Ph.D. 

Health S c i e n t i s t  Adminis t ra tor  

Div i s ion  o f  Communicative and Neurosensory Disorders  

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

Federa l  Bui ld ing ,  Room 1C-14 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-5061 


This  program is desc r ibed  i n  t h e  Catalog of  Federa l  Ass i s t ance  No. 1 3 . 1 2 2 .  

Awards w i l l  be made under a u t h o r i z a t i o n  o f  t h e  Pub l i c  Heal th  S e r v i c e  A c t , 

T i t l e  111. S e c t i o n  301 (Pub l i c  Law 78-410,  as amended), t h e  Small Bus iness  

Innovat ion  Development A c t ,  Pub l i c  Law 97-219 and t h e  Heal th  Research 
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NASAL CHEMORECEPTION: REGENERATION AND TROPHIC INTERACTIONS 


P.T. 34;  K.W. 0760075, 1002034, 0710085, 1002008 

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


PURPOSE 

The Nat iona l  I n s t i t u t e  on Deafness and Other Communication Disorders  ( N I D C D )  
encourages both  new and e s t a b l i s h e d  i n v e s t i g a t o r s  t o  submit a p p l i c a t i o n s
r e l a t e d  t o  t h e  mechanisms of  t h e  r egene ra t ion  c y c l e  of n a s a l  chemosensory
r e c e p t o r  neurons and t h e  t r o p h i c  i n t e r a c t i o n s  between t h e s e  neurons and o t h e r  
ce l l s .  N e w  o p p o r t u n i t i e s  for unders tanding  t h e  mechanisms of  t h i s  p l a s t i c i t y
and i t s  development have been provided by advances i n  t h e  concepts ,
approaches,  and methods of  contemporary neurobiology,  f o r  example, molecular  
neurobiology.  

BACKGROUND 


The v e r t e b r a t e  o l f a c t o r y  ep i the l ium is unique.  This  neuroepi the l ium r e t a i n s  
i t s  j u v e n i l e  c a p a b i l i t y  t o  form f u n c t i o n a l  o l f a c t o r y  r e c e p t o r  neurons from 
stem ce l l s  throughout  a d u l t  l i f e .  The d i f f e r e n t i a t i n g  ce l l s  become f u l l y  
mature b i p o l a r  neurons a t  t h e  t i m e  of s y n a p t i c  c o n t a c t  wi th  t h e  o l f a c t o r y
bu lb .  Turnover of t h e  r e c e p t o r  neurons i n c r e a s e s  a f te r  t h e i r  mass 
d e s t r u c t ion .  

Trophic  i n t e r a c t i o n s  i n  t h e  o l f a c t o r y  system begin  i n  e a r l y  l i f e  and con t inue  

through adul thood.  The embryonic t e l encepha lon  does n o t  ach ieve  i t s  normal 

s i z e  i n  t h e  absence o f  t h e  o l f a c t o r y  placode.  O l fac to ry  r e c e p t o r  neurons 


I' 	 e x h i b i t  a powerful t r o p h i c  in f luence  on t h e  format ion  and maintenance of t h e  
o l f a c t o r y  bu lb .  T ransp lan t s  o f  o l f a c t o r y  r e c e p t o r  neurons remodel t h e  
morphology of  non-o l fac tory  r eg ions  o f  t h e  mature f o r e b r a i n .  The expres s ion  
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-- 

o f  n e u r o t r a n s m i t t e r s  i n  t h e  bu lb  i s  a l t e r e d  by chemical  o r  s u r g i c a l 

d e s t r u c t i o n  o f  t h e  o l f a c t o r y  r e c e p t o r  neurons and by neona ta l  c l o s u r e  o f  t h e  

n a r e s .  When a d u l t  f o r e b r a i n  t i s s u e  benea th  t h e  bu lb  is inne rva ted  by

o l f a c t o r y  r e c e p t o r  neurons a f t e r  bulbectomy, t h e  inpu t  induces  t h e  f o r e b r a i n  

t o  begin  producing t y r o s i n e  hydroxylase .  Some o f  t h e s e  i n t e r a c t i o n s  a r e  

r e c i p r o c a l .  For example, t h e  morphology of  t h e  mature o l f a c t o r y  ep i the l ium is  

a l t e r e d  markedly by bulbectomy. 


The o l f a c t o r y  p lacode  is t h e  source  of  f o u r  n a s a l  chemosensory ne rves :  

o l f a c t o r y ,  s e p t a l ,  vomeronasal,  and t e r m i n a l  ne rves .  Like o l f a c t o r y  r e c e p t o r  

neurons,  vomeronasal r e c e p t o r  neurons r e g e n e r a t e  and could  have a t r o p h i c 

i n f l u e n c e  on accesso ry  o l f a c t o r y  bulb  and o t h e r  b r a i n  c e l l s .  


The development o f  t h e  concepts ,  approaches,  and methods of  modern 
neurobiology h a s  provided  t h e  oppor tun i ty  t o  l e a r n  more about  t h e  mechanisms 
o f  r e g e n e r a t i o n  and t r o p h i c  i n t e r a c t i o n s  i n  n a s a l  chemorecept ion.  For 
example, t h e  methods o f  molecular  b io logy  and molecular  g e n e t i c s  are be ing
used t o  i d e n t i f y  and c h a r a c t e r i z e  developmental ly  r e g u l a t e d  complementary DNAs 
of o l f a c t o r y  r e c e p t o r  neurons and b r a i n .  I n  v i t r o  c u l t u r e s  of  d i s s o c i a t e d  
o l f a c t o r y  r e c e p t o r  neurons and organotypic  p r e p a r a t i o n s  of  o l f a c t o r y  t i s s u e  
are be ing  developed.  High v o l t a g e  e l e c t r o n  microscopy and temporal
videomicroscopy can be u t i l i z e d  t o  v i s u a l i z e  t h e  e lements  o f  t h e  n a s a l  
chemosensory system. Seve ra l  biochemical  markers of  o l f a c t o r y  r e c e p t o r  
neurons have been i d e n t i f i e d ;  some of  t h e s e  markers a r e  s p e c i f i c  f o r  o l f a c t o r y  
r e c e p t o r  neurons,  synaptogenic  p rocesses ,  or s p e c i f i c  phases  o f  t h e  
r e g e n e r a t i o n  c y c l e .  Pa tch  clamping can be u t i l i z e d  t o  s tudy  openings and 
c l o s i n g s  i n  s i n g l e  ion  channe l s .  Voltage s e n s i t i v e  dyes permi t  t h e  s tudy  of  
s imul taneous  n e u r a l  r e sponses  i n  popu la t ions  o f  neurons i n  both  t h e  o l f a c t o r y
ep i the l ium and t h e  b u l b .  The robus t  a b i l i t y  o f  an imals  t o  d e t e c t  and 
d i f f e r e n t i a t e  odoran t s  has  provided a v a l u a b l e  means t o  gauge o l f a c t o r y
f u n c t i o n  wi th  behav io ra l  tests dur ing  t h e  r e g e n e r a t i o n  c y c l e  of o l f a c t o r y  
r e c e p t o r  neurons .  

RESEARCH GOALS AND SCOPE 


S t u d i e s  o f  t h e  r e g e n e r a t i o n  o f  n a s a l  chemosensory neurons and t h e  t r o p h i c 

i n t e r a c t i o n s  between t h e s e  neurons and b r a i n  and o t h e r  ce l l s  are important  f o r  

unders tanding  t h e  normal development o f  n a s a l  chemoreception, i ts  p l a s t i c i t y , 

and t h e  response  o f  t h e  chemosensory system t o  i n j u r y  and age - re l a t ed 

c o n d i t i o n s .  T h i s  knowledge is v i t a l  f o r  developing t h e r a p e u t i c  approaches f o r  

r e p a i r i n g  damage t o  t h e  system and may provide  c l u e s  t o  what h e l p s  and h i n d e r s  

r e p a i r  o f  damage i n  t h e  less p l a s t i c  p a r t s  o f  t h e  nervous system. 


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  and t r o p h i c  i n t e r a c t i o n s  o f  nasa l  

chemoreceptor neurons inc lude ,  bu t  are n o t  l i m i t e d  t o :  


0 T i s s u e  i n t e r a c t i o n s  i n  t h e  format ion  o f  t h e  o l f a c t o r y
p lacode .  

0 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  chemical  
subs t ances  involved  i n  t h e  development o f  t h e  o l f a c t o r y
placode .  

0 Mechanisms i n  normal degene ra t ion  o f  t h e  chemoreceptor 
neurons and i n  degene ra t ion  a f t e r  v a r i o u s  i n j u r i e s .  

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

0 Migra t ion  o f  ce l l s .  
0 D i f f e r e n t i a t i o n  o f  r e g e n e r a t i n g  chemoreceptor neurons .  
0 Q u a n t i t a t i v e  r e l a t i o n s  between stem ce l l s  and progeny. 
0 U l t r a s t r u c t u r a l  and biochemical  probes  t o  c h a r a c t e r i z e  

v a r i o u s  ce l l s  i n  t h e  n a s a l  ep i the l ium dur ing  development

and r e g e n e r a t i o n .  

0 Trophic  and t r o p i c  f a c t o r s  i n  r e g e n e r a t i o n .  
0 I n n e r v a t i o n  o f  t a r g e t  neurons by r egene ra t ed

chemoreceptor neurons  and r e s t o r a t i o n  o f  p h y s i o l o g i c a l
and b e h a v i o r a l  f u n c t i o n .  

0 S y n t h e s i s  of  n e u r o t r a n s m i t t e r s  i n  chemoreceptor neurons 
and t h e i r  t a r g e t  c e l l s .  

0 I n t e r a c t i o n s  of r e g e n e r a t i o n  wi th  c o n d i t i o n s  such as age,
gender ,  and hormonal s t a t u s .  

MECHANISMS OF SUPPORT 


A p p l i c a t i o n s  may be  submi t ted  f o r  convent iona l  suppor t  mechanisms o f  t h e  

Nat iona l  I n s t i t u t e s  o f  Heal th  ( N I H ) :  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  (Ro l l , 

F i r s t  Independent Research Support  and T r a n s i t i o n  Award (R291, Program P r o j e c t 
( P o l ) ,  Research Career Development Award (K041, C l i n i c a l  I n v e s t i g a t o r  u 

Development Award (K08), I n d i v i d u a l  Na t iona l  Research S e r v i c e  Award (F321, and 

Sen io r  Fe l lowship  Na t iona l  Research S e r v i c e  Award (F33) .  P o t e n t i a l  a p p l i c a n t s  
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''4Pl.r' 

f o r  program p r o j e c t  g r a n t s  should c o n t a c t  N I D C D  s ta f f  ve ry  ea r ly  i n  t h e  

p lann ing  stages.  The N I H  p o l i c i e s  t h a t  govern t h e  programs w i l l  p r e v a i l . 

Funding i s  con t ingen t  upon rece ip t  o f  p r o p o s a l s  o f  h igh  s c i e n t i f i c  m e r i t , 

r e spons iveness  t o  t h i s  announcement, r e l evance  t o  t h e  program, and 

a v a i l a b i l i t y  o f  a p p r o p r i a t e d  funds .  


APPLICATION SUBMISSION AND REVIEW PROCEDURES 


Use t h e  s t a n d a r d  a p p l i c a t i o n  forms (PHS 398,  r e v .  1 0 / 8 8 )  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 s .  These k i t s  are a v a i l a b l e  from t h e  b u s i n e s s  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  D i v i s i o n  o f  
Research Grants ,  Na t iona l  I n s t i t u t e s  o f  Hea l th .  Type "NASAL CHEMORECPTION: 
REGENERATION AND TROPHIC INTERACTIONS" i n  Item t 2  of  t h e  a p p l i c a t i o n  face page
and check t h e  "YES" box. A p p l i c a t i o n s  should be r e spons ive  t o  t h e  program 
announcement and t h e  Abs t r ac t  o f  t h e  Research Plan should c o n t a i n  a clear 
s t a t emen t  r e l a t i n g  t h e  proposed r e s e a r c h  t o  n a s a l  chemoreception of i n t e r e s t  
t o  N I D C D .  U s e  t h e  ma i l ing  l a b e l  i n  t h e  k i t s  t o  mail t h e  a p p l i c a t i o n s  t o  t h e  
D i v i s i o n  o f  Research Gran t s .  

A p p l i c a t i o n s  should be submit ted according t o  t h e  r e c e i p t  d a t e s  i d e n t i f i e d  i n  

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

schedu les  o f  t h e  a p p l i c a t i o n  k i t s .  I n  t h e  event  o f  q u e s t i o n s ,  i n v e s t i g a t o r s  

may c a l l  o r  wri te :  


J a c k  P e a r 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  o f  Heal th  

Federa l  Bu i ld ing ,  Room 1C-14 

Bethesda, Maryland 20892 

Telephone: (301) 496-5061 


This  program is  d e s c r i b e d  i n  t h e  Catalog o f  Fede ra l  Domestic A s s i s t a n c e  No. 

1 3 . 8 5 . 4 ,  B i o l o g i c a l  Basis Research, NINCDS. Awards w i l l  be  made under t h e  

a u t h o r i t y  of  t h e  P u b l i c  Hea l th  S e r v i c e  A c t ,  T i t l e  I V ,  S e c t i o n  301 ( P u b l i c  Law 

78-410,  as amended; 42 USC 2 4 1 )  and admin i s t e red  under PHS g r a n t  p o l i c i e s  and 

Federa l  Regu la t ions  42 CFR P a r t  52 and 45 CFR P a r t  7 4 .  T h i s  program is n o t  

s u b j e c t  t o  Hea l th  Systems Agency Review. 


HTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD B U I L D I N G  I S  THE 


1r9~ 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 
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