
NOTICE OF MAILING 
CHANGE 
0 Check here if you wish to 

discontinue receiving this 
publication 

0 Check here if your address has 
changed and you wish to con
tinue receiving this publication. 
Make corrections below and 
mail this page to: 

NIH Guide 

Printing & Reproduction Branch 

National Institutes of Health 

Room B4BN08, Building 31 

Bethesda, Maryland 20892 

Postages & Fees Paid 
PHS/NIH/OD 

Permit No. (3-291 

U.S. DEPARTMENTOF HFAUH 
AND HUMAN SERVICES 

OFFICIAL BUSINESS 
Penalty br Private Use, $300 

The NIH Guide announcesscientific 
initiatives and provides policy and 
administrative information to indivi
duals and organizationswho need to 
be kept informedo f  opportunities, 
requirements,and changes in extra-
mural pmjpms administeredby the 
rwkJnaI1nsr-

V o l .  18, No. 33 
September 22, 1989 



Vol. 18, No. 33, September 22, 1989 


NOTICES 


NINDS RESTRICTIONS ON REQUESTED BUDGETS FOR PROGRAM PROJECT AND 

CLINICAL RESEARCH CENTER APPLICATIONS ....................................... 1 

National Institute of Neurological Disorders and Stroke 

Index: NEUROLOGICAL DISORDERS, STROKE 


TS (RFPs 


CYTOGENETIC TESTS IN VITRO AND IN VIVO (RFP) ................................ 1 

National Institute of Environmental Health Sciences 

Index: ENVIRONMENTAL HEALTH SCIENCES 


REANNOUNCEMENT OF THE ANIMAL FACILITIES IMPROVEMENT PROGRAMS (RFAs) ......... 2 

Division of Research Resources 

Index: RESEARCH RESOURCES 


THE ROLE OF HEMOSTASIS AND ENDOTHELIAL CELL REACTIVITY IN VAS0 

OCCLUSION IN SICKLE CELL DISEASE (RFA) ...................................... 2 

National Heart, Lung, and Blood Institute 

Index: HEART, LUNG, BLOOD 


NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASES AIDS 

INSTITUTIONAL TRAINING GRANTS (RFA) ......................................... 3 

National Institute of Allergy and Infectious Diseases

Index: ALLERGY, INFECTIOUS DISEASES 


SPECIALIZED RESEARCH CENTER PROGRAMS IN REPRODUCTION OR CENTER 

CORE GRANTS TO SUPPORT REPRODUCTION RESEARCH (RFA) .......................... 4 

National Institute of Child Health and Human Development

Index: CHILD HEALTH, HUMAN DEVELOPMENT 


SMALL GRANTS PROGRAM FOR LABORATORY RESEARCH RELATED TO THE 

CLINICAL EVALUATION OF AIDS THERAPIES ....................................... 5 

National Institute of Allergy and Infectious Diseases 

Index: ALLERGY, INFECTIOUS DISEASES 


BIOLOGY OF TOOTH MOVEMENT AND ERUPTION ...................................... 8 

National Institute of Dental Research 

Index: DENTAL RESEARCH 


MINORITY HIGH SCHOOL STUDENT RESEARCH APPRENTICE PROGRAM .................... 9 

Division of Research Resources 

Index: RESEARCH RESOURCES 


STUDIES ON CANCER ETIOLOGY IN FINFISH AND SHELLFISH ......................... 1 1  

National Cancer Institute 

National Institute of Environmental Health Sciences 

Index: CANCER, ENVIRONMENTAL HEALTH SCIENCES 


THE BIOCHEMISTRY OF FIBRINOLYSIS (RFA) ...................................... 13 

National Heart, Lung, and Blood Institute 

Index: HEART, LUNG, BLOOD 


WSTRUCTURAL BIOLOGY AS APPLIED TO THE PROBLEM OF TARGETED DRUG 

DESIGN FOR THE TREATMENT OF AIDS (PA) ....................................... 14 

National Institute of General Medical Sciences 

Index: GENERAL MEDICAL SCIENCES 




NOTICES 

R JECT 
CH CENTER APP-

d 
P.T. 04; K.W. 0785035, 1002030, 0785110 
National  I n s t i t u t e  o f  Neurological  Disorders  and St roke  


The Nat ional  I n s t i t u t e  of  Neurological Disorders  and St roke  (NINDS) announces 

a new po l i cy  of  a c e i l i n g  amount for a p p l i c a t i o n s  f o r  program p r o j e c t s  and 

c l i n i c a l  r e sea rch  c e n t e r s .  E f f e c t i v e  for t h e  submission deadl ine  o f  February 

1, 1990, such a p p l i c a t i o n s  may not  reques t  more than  $750,000 ( d i r e c t  c o s t s ) 

i n  each o f  t h e  f i v e  proposed yea r s  of suppor t .  Appl ica t ions  exceeding t h i s  

l i m i t  w i l l  be r e tu rned  t o  t h e  app l i can t  without f u r t h e r  review. 


Also e f f e c t i v e  February 1, 1990, a p p l i c a t i o n s  for supplements t o  NINDS program

p r o j e c t s  and c l i n i c a l  r e sea rch  c e n t e r s  w i l l  no t  be accepted i f  t h e  reques ted  

amount, added t o  t h e  amount a l r eady  approved and committed f o r  t h a t  g ran t , 

exceeds $750,000 i n  any yea r .  


Competing con t inua t ion  a p p l i c a t i o n s  f o r  program p r o j e c t s  and c l i n i c a l  r e sea rch  

c e n t e r s  a l r eady  rece ived  and awai t ing  review or award may be awarded a t  

amounts i n  excess  o f  $750,000 f o r  t h e  f i rs t  year  o f  con t inua t ion  support  (when

appropr i a t e ly  recommended by i n i t i a l  review groups and Council, and meeting 

c u r r e n t  payment cr i ter ia) ,  but  subsequent yea r s  w i l l  be reduced t o  $750,000. 


The NINDS r e g r e t s  t h a t  budgetary c o n s t r a i n t s  have d i c t a t e d  t h e  i ssuance  of 

t h i s  new p o l i c y .  For a d d i t i o n a l  information,  and f o r  NINDS Guidel ines  f o r  t h e  

prepa ra t ion  o f  program p r o j e c t  and c l i n i c a l  research  g ran t  a p p l i c a t i o n s , 

p l e a s e  con tac t :  


John C .  Dalton, Ph.D. 

Associa te  D i rec to r  f o r  Extramural A c t i v i t i e s  

National  I n s t i t u t e  of  Neurological Disorders  and St roke  

Federal  Bui lding,  Room 1016 

Bethesda, Maryland 20892 

Telephone: (301) 496-9248 


4 DATED ANNOUNCEMENTS (RFPs AND RFAs) 

CYTOGENETIC TESTS I N  VITRO AND I N  VIVO 

RFP AVAILABLE: NIH-ES-89-27 

P.T. 34; K.W. 1002015, 1002019, 0755010, 0780010 

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

This is a t o t a l  s e t a s i d e  for s m a l l  bus iness .  

The purpose o f  t h i s  p r o j e c t  is  t o  provide t h e  Government with cy togenet ic
t e s t i n g  capac i ty  us ing  both i n  v i t r o  and i n  vivo assay  systems. Th i s  w i l l  be 
achieved by conducting approximately 9 i n  v i t r o  t es t s  and 18 i n  vivo tests i n  
year  1, and 10 i n  v i t r o  and 20 i n  vivo tests per  year  i n  yea r s  2 through 5. 
The i n  v i t r o  t es t s  c o n s i s t  of t e s t i n g  for t h e  induct ion  of chromosomal 
a b e r r a t i o n s  (ABS) and sister chromatid exchanges (SCE) i n  Chinese Hamster 
Ovary (CHO) cel ls  (9 i n  year  1; 10 each i n  yea r s  2-51. The i n  vivo tes t s  
c o n s i s t  of t e s t i n g  f o r  induct ion  of  ABS i n  mouse bone marrow cel ls  (7 i n  year
1, and approximately 8 pe r  year  i n  yea r s  2-51 and f o r  t h e  induct ion  of 
micronuclei  (MN)  i n  mouse bone marrow andlor  p e r i p h e r a l  blood ce l l s  ( 1 1  i n  
year  1, and approximately 12 per  year  i n  yea r s  2-51. This  p r o j e c t  w i l l  be 
d iv ided  i n t o  two phases .  I n  Phase I ( 1 s t  fou r  months o f  year  1 1 ,  t h e  
Contractor  s h a l l  demonstrate t h e  a b i l i t y  t o  perform t h e  p ro toco l s  r equ i r ed  by
t h e  Statement of  Work and maintain l abora to ry  records  i n  an acceptab le  manner 
by conducting 2 i n  v i t r o  and 4 i n  vivo tes ts .  If t h e  r e s u l t s  of Phase I are 
determined acceptab le  by t h e  P ro jec t  Officer, Phase I1 s h a l l  begin and t h e  
Contractor  s h a l l  test  t h e  remaining chemicals f o r  cy togenet ic  effects .  An 
es t imated  50 percent  of a l l  s t u d i e s  shall r e q u i r e  r epea t  tes ts .  The 
Contractor  s h a l l  test  chemicals t h a t  are known or p o t e n t i a l  mutagens,
carcinogens,  and/or t o x i n s .  The Government w i l l  provide a l l  t e s t  chemicals 
and a l l  mice f o r  use  by t h e  Contractor  i n  t h e  performance o f  t h e  Statement of 

J 	 Work. A l l  o t h e r  chemicals,  materials, equipment, and fac i l i t i es  w i l l  be 
provided by t h e  Cont rac tor .  The c o n t r a c t  is  expected t o  cover a f ive-year
performance pe r iod .  The Government estimates t h a t  1.0 p r o f e s s i o n a l  
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person-year and 3.0 t e c h n i c a l  person-years o f  e f f o r t  are r equ i r ed  each 

c o n t r a c t  yea r .  The Request f o r  Proposals  (RFP) w i l l  be r e l e a s e d  on o r  about 

October 2 ,  1989, and proposa ls  due December 1 ,  1989. A l l  r e spons ib l e  sources  

may submit a proposal  which s h a l l  be considered by t h e  Agency. The Government 

p lans  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 .  


Requests should r e fe rence  RFP NIH-ES-89-27 and should be forwarded t o :  


National  I n s t i t u t e  o f  Environmental Heal th  Sciences 

Contrac ts  and Procurement Management Branch, OM 

ATTN: Dorothy G .  W i l l i a m s ,  Contract  S p e c i a l i s t 

79 T.W. Alexander Drive,  4401 Building 

P.O. Box 12874 

Research Tr i ang le  Park,  North Caro l ina  27709 


REANNOUNCEMENT OF THE ANIMAL FACILITIES IMPROVEMENT PROGRAM& 

RFA 89-RR-02 - DEVELOPING AND IMPROVING INSTITUTIONAL ANIMAL RESOURCES 

RFA 89-RR-03 - ANIMAL FACILITY IMPROVEMENTS FUR SMALL RESEARCH PROGRAMS 

P.T. 34; K.W. 1002002, 1014006 

Div is ion  o f  Research Resources 

Th i s  is a reminder of  two previous ly  announced Request f o r  Appl ica t ions  (RFAs)
concerning t h e  improvement of  r e sea rch  animal f a c i l i t i e s  which are c u r r e n t l y
a v a i l a b l e  from t h e  Div is ion  o f  Research Resources. 

Any domestic p u b l i c  or p r i v a t e  i n s t i t u t i o n  t h a t  r ece ives  funds from t h e  Publ ic  
Heal th  Se rv ice  (PHS) f o r  t h e  use  o f  animals i n  r e sea rch  is e l i g i b l e  t o  apply
f o r  funds under RFA 89-RR-02. Matching funds are r equ i r ed .  

Only i n s t i t u t i o n s  r ece iv ing  less than  $500,000 annual ly  from PHS f o r  r e sea rch  
p r o j e c t s  involv ing  t h e  use of animals are e l i g i b l e  f o r  support  under RFA 
89-RR-03. No matching funds are r equ i r ed .  

The s i ze  of t h e  award is  l i m i t e d  i n  both programs. The dead l ine  f o r  
a p p l i c a t i o n s  f o r  both RFAs is  December 4, 1989. RFA 89-RR-02, Developing and 
Improving I n s t i t u t i o n a l  Animal Resources, w a s  o r i g i n a l l y  announced i n  t h e  
A p r i l  28, 1989 i s s u e  of  t h e  " N I H  Guide f o r  Grants  and Contracts" ,  Vol. 18, No. 
15.  RFA 89-RR-03, Animal F a c i l i t y  Improvements f o r  Small Research Programs, 
was o r i g i n a l l y  announced i n  t h e  J u l y  7,  1989 i s s u e  o f  t h e  " N I H  Guide f o r  
Grants  and Contracts" ,  Vol. 18, No. 23. 

Copies o f  t h e s e  RFAs can be obtained by con tac t ing :  


Direc to r ,  Laboratory Animal Sciences Program

A n i m a l  Resources Program Branch 

Divis ion  of  Research Resources 

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

5333 Westbard Avenue, Room 853 

Bethesda, Maryland 20892 

Telephone: (301)  496-5175 


THE OF HEMOSTASIS AND ENDOTHELIAL CELL REACTIVITY I N  VAS0 OCCJUSION a
A 

RFA AVAILABLE: 89-HL-18-B 


P.T. 34; K.W. 1003002, 1002004, 1002034, 0785070 

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

Appl ica t ion  Receipt  Date: March 15, 1990 

The Div is ion  o f  Blood Diseases and Resources of t h e  Nat ional  Heart, Lung, and 
Blood I n s t i t u t e  ( N H L B I ) ,  Nat ional  I n s t i t u t e s  o f  Heal th ,  announces t h e  
a v a i l a b i l i t y  of  a r eques t  f o r  a p p l i c a t i o n s  (RFA) t o  d e f i n e  t h e  r o l e  o f  
hemostasis  and e n d o t h e l i a l  c e l l  r e a c t i v i t y  i n  vas0 occ lus ion  i n  s i c k l e  cel l  
d i sease .  Copies of  t h e  RFA and I n s t r u c t i o n s  f o r  t h e  Prepara t ion  of 
Appl ica t ions  are c u r r e n t l y  a v a i l a b l e  from NHLBI s t a f f .  

The major goa l  o f  t h i s  program is t o  s t i m u l a t e  b a s i c  and c l i n i c a l  r e sea rch  to 
c l a r i f y  t h e  r o l e  o f  c e l l u l a r ,  humoral, and vascu la r  f a c t o r s  o f  blood 
coagula t ion  i n  t h e  pathophysiology o f  s i c k l e  c e l l  d i s e a s e  and t o  de f ine  new 
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t h e r a p e u t i c  strategies t h a t  might he lp  t o  l i m i t  or r e v e r s e  t h e  p rocess  o f  vas0 

occlusion.  


S p e c i f i c  areas of i n t e r e s t  are:  (a )  t h e  r o l e  of hemostasis and f i b r i n o l y s i s , 

i nc lud ing  coagu la t ion  p r o t e i n s ,  p l a t e l e t s ,  and e n d o t h e l i a l  cel ls  i n  t h e  

o v e r a l l  pathophysiology of s i c k l e  ce l l  d i sease ,  as w e l l  as t h e i r  s ec i f i c  

c o n t r i b u t i o n s  t o  t h e  pathogenesis  of vas0 occ lus ive  crises; and (b? t h e  b a s i s  

of t h e  a l t e r e d  i n t e r a c t i o n  between e r y t h r o c y t e s  and e n d o t h e l i a l  c e l l s  i n  

s i c k l e  cel l  d i s e a s e  and t o  determine t h e  r o l e  of t h i s  a l t e r a t i o n ,  i f  any, i n  

t h e  vas0 occ lus ive  phenomena o f  s i c k l e  cel l  d i s e a s e .  


Appl i ca t ions  f o r  g r a n t s  proposing c l i n i c a l  s t u d i e s  should inc lude  members o f  

minori ty  groups and women i n  t h e  s tudy populat ions.  Otherwise, a clear 

r a t i o n a l e  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 .  


The requirements and format f o r  a p p l i c a t i o n  submitted i n  response t o  t h e  

announcement, and cop ie s  o f  t h e  RFA, may be obtained from: 


Charles  A.  Wells, Ph.D. 

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

S i c k l e  C e l l  Disease Branch 

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

Federal  Bui lding,  Room 508 

Bethesda, Maryland 20892 


I N F m O U S  DISEASES AIDS 1-

RFA AVAILABLE: 89-AI-20 

P.T. 44; K.W. 0715008, 0720005, 0765033, 1002008, 1002045, 0755025, 0710030 

National  I n s t i t u t e  o f  Allergy and I n f e c t i o u s  Diseases 


Letter o f  I n t e n t  Receipt Date: November 17, 1989 

Applicat ion Receipt Date: January 10, 1990 


The Nat ional  I n s t i t u t e  o f  Allergy and I n f e c t i o u s  Diseases ( N I A I D )  announces 

t h e  a v a i l a b i l i t y  o f  a Request for Applicat ions (RFA) f o r  development o f  an 

i n s t i t u t i o n a l  t r a i n i n g  g r a n t  t o  fund long-term t r a i n i n g  i n  AIDS re sea rch .  


S t u d i e s  o f  pathogenic mechanisms, and development o f  vaccines  and t h e r a p e u t i c s 

r e q u i r e  c l o s e  c o l l a b o r a t i o n  between c l i n i c i a n s  and ep idemio log i s t s  working

with HIV-infected p a t i e n t s  and b a s i c  r e sea rch  s c i e n t i s t s  i n  biochemistry, 

chemistry,  immunology, molecular biology, pharmacology, v i ro logy ,  and 

b i o s t a t i s t i c s .  The c o l l a b o r a t i o n  between c l i n i c i a n s  and b a s i c  r e sea rch  

s c i e n t i s t s  r e q u i r e s  i n d i v i d u a l s  a p p r o p r i a t e l y  t r a i n e d  i n  mul t ip l e  d i s c i p l i n e s 

who have developed an understanding o f  t h e  requirements and l i m i t a t i o n s  o f  

each d i s c i p l i n e .  Recognizing t h i s  need, t h e  N I A I D  Divison o f  AIDS is  

e s t a b l i s h i n g  a m u l t i - d i s c i p l i n a r y  pos tdoc to ra l  t r a i n i n g  program i n  AIDS 

r e s e a r c h .  The Div i s ion  of AIDS a n t i c i p a t e s  t h a t  $875,000 w i l l  be a v a i l a b l e  t o  

support  t h e  AIDS I n s t i t u t i o n a l  Training Grant Program i n  N90. 


Appl i ca t ions  should focus on t h e  b i o l o g i c a l  mechanisms by which 

immuno-deficiency v i r u s e s  cause d i s e a s e  and on mechanisms of prevent ion and 

t r e a t m e n t .  S t rong ly  encouraged are novel s t u d i e s  addressing t h e  pathogenesis 

o f  H I V  i n f e c t i o n ,  p o t e n t i a l  avenues f o r  enhanced and/or s e l e c t i v e  immune 

p r o t e c t i o n ,  and p o t e n t i a l  s t r a t e g i e s  f o r  e f f e c t i v e  drug development. 


The p o l i c y  o f  N I A I D  and Nat ional  I n s t i t u t e s  o f  Health is  t o  promote broad and 

sys t ema t i c  e f f o r t s  t o  r e c r u i t  i n d i v i d u a l s  from minori ty  groups c u r r e n t l y 

underrepresented i n  biomedical r e sea rch .  Applicants  must provide a 

d e s c r i p t i o n  of special  p l a n s  or e f f o r t s  t o  r e c r u i t  m i n o r i t i e s  t o  t h e  

I n s t i t u t i o n a l  AIDS Tra in ing  Program. 


Awards w i l l  be made as i n s t i t u t i o n a l  (T32) t r a i n i n g  g r a n t s .  


The complete RFA is a v a i l a b l e  from: 


D r .  Gregory Milman 

Chief, Pathogenesis Branch 

Division o f  AIDS, N I A I D ,  N I H  

6003 Executive Boulevard, Room 242P 

Rockvil le ,  Maryland 20892 

Telephone: (301) 496-8378 
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PROGRAMS I N  REPRODUCTION (P50s) OR CENTER CORE,
ON m t ; A R C H  tms) 

RFA AVAILABLE: 89-HD-09 

P.T. 04; K.T. 0413002, 0710110, 0710115, 0710030, 0785105, 0760025 

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

Let ter  o f  I n t e n t  Receipt  Date: January 1 ,  1990 
Appl ica t ion  Receipt  Date: June 11, 1990 

The Reproductive Sciences Branch (RSB), Center f o r  Populat ion Research (CPR),
Nat ional  I n s t i t u t e  o f  Chi ld  Health and Human Development ( N I C H D ) ,  suppor t s
r e sea rch  on human reproduct ion  which re l ies  on a v a r i e t y  o f  approaches i n  
biomedical s c i ences .  Among t h e  g ran t  mechanisms used t o  provide r e sea rch  
support ,  t h e  RSB uses :  

1 )  Spec ia l i zed  Research Centers  (P50s) which are i n t e g r a t e d  groups of  r e sea rch  
p r o j e c t s  and suppor t ing  co re  s e r v i c e  f a c i l i t i e s .  The r e sea rch  a c t i v i t i e s  
included i n  such p r o j e c t  g r a n t s  must comprise, by d e f i n i t i o n ,  a 
m u l t i d i s c i p l i n a r y  approach t o  biomedical problems i n  reproduct ion .  Although
t h e s e  r e sea rch  programs may have more than  one theme, focus,  or emphasis, a l l  
of them must be responsive t o  one or more of  t h e  s p e c i f i c  areas o f  
reproduct ion  r e sea rch  which c o n s t i t u t e  t h e  purview of  t h e  RSB, CPR, NICHD.  

2)  	Center Core Grants  ( P 3 0 s )  which support  Center Core f a c i l i t i e s  designed t o  
enhance e x i s t i n g  f e d e r a l l y  supported r e sea rch  p r o j e c t s  wi th in  t h e  purview o f  
t h e  RSB, CPR, N I C H D .  Such p r o j e c t  awards r e q u i r e  a c r i t i c a l  mass o f  
i nd iv idua l ,  reproduct ion-or ien ted  awards where coord ina ted  t e c h n i c a l  support
would be c o s t - e f f e c t i v e .  

A t  p re sen t ,  t h e  RSB suppor t s  a f i x e d  number o f  c e n t e r s  wi th  a commitment of  

f i v e  years o f  support  t h a t  is  compet i t ive ly  renewable f o r  a d d i t i o n a l  f ive-year 

per iods .  Two P50 c e n t e r s  and two P30 c e n t e r s  w i l l  seek  renewal i n  N 1991. 

One a d d i t i o n a l  c e n t e r  g ran t  (P50 or P30)  w i l l  be awarded i n  N 1991. This  

Request f o r  Appl ica t ions  (RFA), t h e r e f o r e ,  r e p r e s e n t s  a competi t ion f o r  a 

t o t a l  o f  f i v e  g ran t  awards. 


P o t e n t i a l  a p p l i c a n t s  should con tac t  t h e  RSB staff f o r  f u r t h e r  information 

regard ing  reproduct ive  sc i ences  c e n t e r  g r a n t s  (P50s and P 3 0 s ) .  It is  s t r o n g l y 

recommended, bu t  no t  mandatory, t h a t  p o t e n t i a l  a p p l i c a n t s  send a l e t t e r  o f  

i n t e n t  t o  t h e  RSB staff a t  t h e  address  l i s t e d  below by January 1 ,  1990. Th i s  

l e t t e r  should o u t l i n e  t h e  o rgan iza t iona l  s t r u c t u r e  of  t h e  proposed c e n t e r , 

l is t  t h e  t i t l e  of  t h e  r e l e v a n t  r e sea rch  p r o j e c t s  t o  be a s soc ia t ed  wi th  it and 

t h e  names o f  t h e  r e l e v a n t  p r i n c i p a l  i n v e s t i g a t o r s .  The le t te r  o f  i n t e n t  

should be rece ived  by t h e  RSB no la ter  than  January 1 ,  1990, bu t  a p p l i c a n t s  

are encouraged t o  send it as soon as they  dec ide  t o  apply f o r  t h e  g ran t  so 

t h a t  t h e  RSB s t a f f  can be o f  maximum a s s i s t a n c e  i n  t h e  a p p l i c a t i o n  process .  


Center g ran t  a p p l i c a t i o n s  must be s t r u c t u r e d  i n  accord wi th  p o l i c y  and 

format t ing  gu ide l ines  e s t a b l i s h e d  by t h e  NICHD.  Such gu ide l ines  r equ i r e ,  f o r  

example, c e r t a i n  t a b u l a t i o n s  i n  a d d i t i o n  t o  t h e  usua l  i n s t r u c t i o n s  f o r  t h e  

s t anda rd  N I H  g ran t  a p p l i c a t i o n  forms (PHS-398 r ev .  10/88) used t o  prepare 

t h e s e  a p p l i c a t i o n s .  


Although t h i s  s o l i c i t a t i o n  is  included i n  t h e  p l ans  f o r  FY 1991, support  f o r  

t h e s e  c e n t e r  g r a n t s  i s  cont ingent  upon t h e  r e c e i p t  o f  funds f o r  t h e s e  purposes 

by t h e  NICHD.  The number o f  g r a n t s  t o  be awarded is  a l s o  cont ingent  upon a 

s u f f i c i e n t  number o f  a p p l i c a t i o n s  r ece iv ing  a high enough l e v e l  o f  merit t o  be 

considered f o r  an award. It is expected t h a t  up t o  f i v e  (5) awards w i l l  be 

made as a r e s u l t  o f  t h i s  announcement. 


Appl ica t ions  f o r  g r a n t s  involv ing  c l i n i c a l  s t u d i e s  should inc lude  members o f  

minor i ty  groups and women i n  t h e  s tudy  popula t ions .  Otherwise, a clear 

r a t i o n a l e  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 .  


For f u r t h e r  information and a copy o f  t h e  f u l l y  descr ibed  RFA, p l ease  c o n t a c t :  


Koj i  Yoshinaga, Ph.D. 

Reproductive Sc iences  Branch 

Center f o r  Populat ion Research 

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

National  I n s t i t u t e s  o f  Heal th  

Executive P laza  North, Room 603 

Bethesda, Maryland 20892 

Telephone: (301) 496-6515 


u 
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To o b t a i n  cop ie s  of t h e  NICHD Pol icy  and Formatting Guidel ines  f o r  P30 or P50 

c e n t e r  g ran t  app l i ca t ions ,  please contac t  : 


Laurance Johnston, Ph.D. 

S c i e n t i f i c  Review Program

National  I n s t i t u t e  of  Chi ld  Health and Human Development

National  I n s t i t u t e s  of  Heal th  


d 	 Executive Plaza North, Room 520 
Bethesda, Maryland 20892 
Telephone : (301 1 496-1 696 

This  program is  descr ibed  i n  t h e  Catalog o f  Federal  Domestic Ass is tance  No. 
13 .864 ,  Populat ion Research. Awards w i l l  be made under t h e  a u t h o r i t y  of  t h e  
Publ ic  Heal th  Se rv ice  A c t  301 ( 4 2  USC 2 4 1 )  and 441 (USC 289d)  and adminis tered 
under PHS Grant P o l i c i e s  and Federal  Regulat ions 42 CFR P a r t  52 and 45 CFR 
Par t  7 4 .  This  program is no t  sub jec t  t o  A-95 or Health Systems Agency review. 

ONGOING PROGRAM ANNOUNCEMENTS 

FOR 
OF 


P.T. 34;  K . W .  0715008, 0785035, 0745000, 0715125, 0755015, 0755010 

National  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases 

Appl ica t ion  Receipt Dates: December 12,  1989 and May 4 ,  1990 

The Nat ional  I n s t i t u t e  o f  Allergy and I n f e c t i o u s  Diseases ( N I A I D )  is  
i n i t i a t i n g  a small g ran t  award with mul t ip l e  r e c e i p t  d a t e s  f o r  l abora to ry
resea rch  p r o j e c t s  r e l a t e d  t o  t h e  c l i n i c a l  eva lua t ion  of AIDS t h e r a p i e s .  

BACKGROUND 

The N I A I D  has  e s t a b l i s h e d  a c l i n i c a l  t r i a l s  network t o  eva lua te  t h e  s a f e t y  and 
e f f i c a c y  of  bo th  a n t i r e t r o v i r a l  and immunomodulatory t h e r a p i e s  f o r  t h e  
t rea tment  and c o n t r o l  o f  H I V  and s p e c i f i c  t h e r a p i e s  o f  o p p o r t u n i s t i c
i n f e c t i o n s  and malignancies  a s soc ia t ed  with H I V  i n f e c t i o n .  This  network is  
organized as  t h e  AIDS C l i n i c a l  T r i a l s  Group (ACTG) and c o n s i s t s  o f :  45 funded 

Id 	 academic c e n t e r s  o r  consortiums, termed AIDS C l i n i c a l  T r i a l  Uni t s  (ACTUS), t h e  
Div is ion  o f  AIDS/Operations Office, N I A I D ,  and t h e  C l i n i c a l  T r i a l  Coordinat ing
Center .  The ACTG is re spons ib l e  for developing and conducting t h e r a p e u t i c
p ro toco l s  o f  t h e  h ighes t  s c i e n t i f i c  p r i o r i t y .  

The development o f  e f f e c t i v e  t h e r a p i e s  depends on information regard ing  t h e  
man i fe s t a t ions  o f  H I V  i n f e c t i o n ,  t h e i r  reproducib le  and s e n s i t i v e  de t ec t ion ,
and on t h e  course  and mechanisms o f  pathogenesis .  S ince  w e  are i n  t h e  e a r l y  
s t a g e s  of an epidemic caused by a new e t i o l o g i c  agent ,  much o f  t h i s  
information is l ack ing .  The Small Grants  Program is  designed t o  expand our 
information base i n  a responsive,  innovat ive,  and t i m e l y  manner. 

RESEARCH GOALS AND SCOPE 

This  is  a one or two year ,  non-renewable award intended t o  provide support  f o r  
small or p i l o t  p r o j e c t s  which w i l l  o b t a i n  t ime ly  information t h a t  w i l l  a ss i s t  
i n  t h e  development and assessment o f  e f f e c t i v e  and appropr i a t e  t h e r a p i e s  f o r  
H I V  i n f e c t i o n  and a s soc ia t ed  o p p o r t u n i s t i c  d i s e a s e s .  

Research is  encouraged i n  t h e  fol lowing areas: 

o 	 t h e  progress ion  of  v i r a l  i n f e c t i o n  and organ system pathology, and 
how test  t h e r a p i e s  may affect  t h e s e  processes;  

o hos t  f a c t o r s  which affect response t o  therapy;  

o 	 t h e  development of su r roga te  markers for c l i n i c a l  endpoints  o f  new 
t r ia l s ;  

o 	 t h e  development and a p p l i c a t i o n  o f  d i a g n o s t i c s  and a s says  f o r  
clinical trial research. 

Cl in ica l  t r i a l s  designed to eva lua te  t h e  s a f e t y  and/or e f f i c a c y  o f  t h e r a p i e s
d i r e c t e d  a g a i n s t  H I V  and its sequelae  w i l l  no t  be funded under t h i s  mechanism. 

ru' 
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MECHANISMS OF SUPPORT 

ELIGIBILITY 

o Recent ly  t r a i n e d ,  or less  experienced i n v e s t i g a t o r s .  

o 	 I n v e s t i g a t o r s  no t  c u r r e n t l y  involved i n  AIDS re sea rch  who wish t o  
e s t a b l i s h  c o l l a b o r a t i o n s  wi th  c l i n i c a l  i n v e s t i g a t o r s  conducting
AIDS re sea rch .  (The l i s t  o f  AIDS C l i n i c a l  T r i a l  Uni t s  and t h e i r  
p r i n c i p a l  i n v e s t i g a t o r s  is a v a i l a b l e  upon r e q u e s t . )  

o I n v e s t i g a t o r s  a t  minor i ty  i n s t i t u t i o n s .  

o 	 Es tab l i shed  AIDS i n v e s t i g a t o r s  needing modest support  f o r  a p i l o t  
or s m a l l  p r o j e c t .  

TERMS OF THE AWARD 

The award may be f o r  a 1-2 year  t i m e  per iod  and w i l l  provide a maximum of  
$ 4 5 , 0 0 0  ( d i r e c t  c o s t s )  f o r  t e c h n i c a l  a s s i s t a n c e ,  supp l i e s ,  and small equipment
requ i r ed  by t h e  p r o j e c t .  Th i s  is  non-renewable award. Dependent on favorable  
review and cont ingent  on t h e  a v a i l a b i l i t y  o f  funds,  t h e  Program a n t i c i p a t e s  t o  
make 10-12 awards i n  F i s c a l  year  1990. The ear l ies t  s t a r t  d a t e  f o r  success fu l  
a p p l i c a t i o n s  is  A p r i l  10, 1990, for a p p l i c a t i o n s  submit ted by t h e  December 
r e c e i p t  d a t e .  

REVIEW PROCEDURES AND CRITERIA 

Appl ica t ions  submit ted w i l l  be reviewed by s ta f f  f o r  responsiveness  and f o r  
e l i g i b i l i t y .  Non-responsive a p p l i c a t i o n s  and those  a p p l i c a t i o n s  not  meeting
e l i g i b i l i t y  requirements  w i l l  be r e tu rned  t o  t h e  a p p l i c a n t  without f u r t h e r  
cons ide ra t ion .  Responsive a p p l i c a t i o n s  w i l l  be subjec ted  t o  i n i t i a l  
s c i e n t i f i c  review by t h e  Acquired Immunodeficiency Syndrome Research Review 
Committee (AIDSRRC) of N I A I D .  

Because t h e  format f o r  prepar ing  t h i s  a p p l i c a t i o n  is d i f f e r e n t  from t h a t  used 
for r e g u l a r  r e sea rch  g r a n t s ,  ADDITIONAL INFORMATION AND INSTRUCTIONS SHOULD BE 
OBTAINED FROM THE N I A I D  DIVISION OF AIDS STAFF CONTACT LISTED BELOW. 
Applicants  must adhere t o  t h i s  format t o  be respons ive .  

REVIEW CRITERIA 

Appl ica t ions  w i l l  be eva lua ted  as  t o :  

o S ign i f i cance  and s c i e n t i f i c  merit o f  t h e  p r o j e c t ;  

o 	 Adequacy o f  t h e  o b j e c t i v e s  o f  p r o j e c t  t o  t a r g e t  t h e  r e sea rch  areas 
l i s t e d  under RESEARCH GOALS AND SCOPE; 

o 	 Charac te r i za t ion  of t h e  proposed p r o j e c t  as an innovat ive  or p i l o t
s tudy  which provides  t h e  b a s i s  f o r  more extended l a b o r a t o r y
resea rch  or c o n t r i b u t e s  t o  c l i n i c a l  t r i a l  i n v e s t i g a t i o n s  o f  
t h e r a p i e s  d i r e c t e d  a g a i n s t  H I V  and/or a s s o c i a t e d  o p p o r t u n i s t i c
d i s e a s e s  ; 

o 	 Appropriateness  o f  r e sea rch  des ign  and methodology, and f e a s i b i l i t y  
as  it relates  t o  Spec ia l  Cons idera t ions  l i s t e d  below; 

o 	 E l i g i b i l i t y  o f  app l i can t  as def ined  under MECHANISMS OF SUPPORT 
w i l l  be reviewed by t h e  s ta f f  of t h e  Div is ion  o f  AIDS, N I A I D ;  

o 	 I n v e s t i g a t o r s '  experience andlor  t r a i n i n g  f o r  ca r ry ing  out  t h e  
p r o j e c t ;  

o Adequacy o f  proposed f a c i l i t i e s ;  

o Appropriateness  o f  proposed budget and adequacy o f  j u s t i f i c a t i o n .  

SPECIAL CONSIDERATIONS 

Both AIDS C l i n i c a l  T r i a l s  Group i n v e s t i g a t o r s  and s c i e n t i s t s  no t  c u r r e n t l y
involved i n  t h e  c l i n i c a l  t r i a l  e f f o r t  supported by N I A I D  are encouraged t o  
apply .  

The goa l  o f  t h i s  Program is t o  ob ta in  information t h a t  w i l l  a i d  i n  t h e  
c l i n i c a l  eva lua t ion  o f  AIDS t h e r a p i e s .  The r e sea rch  p r o j e c t s  t h a t  are 
proposed, however, must be a b l e  t o  s tand  a lone  f o r  eva lua t ion  dur ing  t h e  peer  
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review process ,  and dur ing  implementation and d a t a  a n a l y s i s .  Therefore ,  t h e  
fol lowing gu ide l ines  should be adhered t o :  

o 	 The r e sea rch  p r o j e c t  proposed cannot depend on d a t a  t h a t  w i l l  be 
generated by unbl inding an ongoing c l i n i c a l  t r i a l ,  e i t h e r  f o r  its 
development, implementation, o r  eva lua t ion .  

J o 	 If a proposed p r o j e c t  r e q u i r e s  samples from, o r  t e s t i n g  o f ,
p a t i e n t s  e n r o l l e d  i n  ACTG s t u d i e s ,  c learance  must be obtained from 
t h e  r e l e v a n t  pro tocol  c h a i r s .  This  should be documented i n  a 
l e t te r  submit ted wi th  t h e  app l i ca t ion .  

o 	 If t h e  f e a s i b i l i t y  o f  conducting t h e  proposed p r o j e c t  is  dependent 
on t h e  conduct o f  a c l i n i c a l  t r i a l ,  assurance must be provided t h a t  
t h e  c l i n i c a l  t r i a l  w i l l  t a k e  p lace ,  i . e . ,  it is  a l r eady  a c t i v e  o r  
completed o r  t h a t  t h e r e  are no fo reseeab le  impediments t o  i t s  
implementation. Appl icants  must provide w r i t t e n  documentation t o  
t h i s  effect .  

METHOD OF APPLYING 

The prospec t ive  a p p l i c a n t  is  encouraged to submit a one-page l e t te r  o f  i n t e n t  
according t o  t h e  t ime tab le  l i s t e d  below, i n d i c a t i n g  t h e  P . I . ,  i n s t i t u t i o n ,  and 
a d e s c r i p t i v e  t i t l e .  The le t te r  of i n t e n t  is intended t o  provide e a r l y
con tac t  between t h e  i n v e s t i g a t o r  and N I H  s taff ,  t o  provide an estimate o f  
numbers o f  a p p l i c a t i o n s  expected, and t o  a i d  i n  s e l e c t i o n  o f  a d d i t i o n a l  
reviewers  t o  t h e  cha r t e red  review group, i f  necessary.  It is  not  binding,
w i l l  no t  e n t e r  i n t o  t h e  review o f  any a p p l i c a t i o n  subsequent ly  submitted,  and 
is no t  a requirement f o r  a p p l i c a t i o n .  Letters o f  i n t e n t  should be addressed 
t o  t h e  program staff  con tac t  l i s t e d  below. 

Appl ica t ions  should be submit ted on form PHS 398, ( r e v .  10188) a v a i l a b l e  a t  
most i n s t i t u t i o n a l  bus iness  o f f i c e s  o r  from t h e  Div is ion  o f  Research Grants,
N I H ,  Bethesda, MD 20892. Mark "Yes" i n  item 2 of  t h e  a p p l i c a t i o n  and e n t e r  
t h e  announcement t i t l e :  "Small Grants Program f o r  Laboratory r e sea rch  r e l a t e d  
t o  t h e  C l i n i c a l  Evaluat ion o f  AIDS Therapies:  NIAID" .  Submit t h e  o r i g i n a l
a p p l i c a t i o n  and fou r  cop ie s  t o :  

Div is ion  o f  Research Grants  
Westwood Building,  Room 240 
National  I n s t i t u t e s  of Health 
Bethesda, Maryland 20892XX 

Mail 2 exac t  cop ie s  o f  t h e  a p p l i c a t i o n  t o :  D r .  S a l l y  Mulhern (see review 
s t a f f  con tac t  below). If you elect  t o  send appendicies ,  2 complete sets are 
s u f f i c i e n t  . 
TIMETABLE 

The t ime tab le  from r e c e i p t  o f  a p p l i c a t i o n s  t o  award ( acce le ra t ed  p rocess )  is 
as fo l lows:  

L e t t e r  of i n t e n t  Appl ica t ion  receipt Award 
r e c e i p t  d a t e  d a t e  d a t e  

November 15, 1989 December 12, 1989 A p r i l  10, 1990 

A p r i l  12, 1990 May 04, 1990 September 15, 1990 

A s  a genera l  guide,  a p p l i c a t i o n  submission d a t e s  are f o u r  months p r i o r  t o  t h e  
funding d a t e  f o r  which they  intended.are 

STAFF CONTACT 


For f u r t h e r  information regard ing  t h e  s c i e n t i f i c  review, 

a p p l i c a n t s  should con tac t :  


D r .  S a l l y  Mulhern 

AIDS Review Sec t ion  

Program and P ro jec t  Review Branch 

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


and I n f e c t i o u s  Diseases 
Westwood Building,  Room 3A12 
Bethesda, Maryland 20892 
Telephone: (301) 496-2550 

d' 
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For i n q u i r i e s  regard ing  t h e  programmatic a s p e c t s  o f  t h e  announcement,

a p p l i c a n t s  should c o n t a c t :  


D r .  Robert E i s inge r 

Treatment Research Program

Divis ion  of  Acquired Immune Deficiency Syndrome

Nat iona l  I n s t i t u t e  of  Al le rgy  and I n f e c t i o u s  Diseases 

6003 Execut ive Boulevard 9.w 


Room 212N 

Rockvil le ,  Maryland 20852 

Telephone: ( 3 0 1 )  496-0700 


This  program is  descr ibed  i n  t h e  Catalog of Federa l  Domestic Ass is tance  

No.13.856 - Microbiology and I n f e c t i o u s  Disease Research and 13.855 -

Immunology, A l l e r g i c  and Immunologic Diseases Research. Grants  a r e  awarded 

under t h e  a u t h o r i t y  o f  t h e  Publ ic  Heal th  Se rv ice  A c t ,  Sec t ion  301 ( 4 2  USC 2 4 1 ) 

and adminis tered under PHS g ran t  p o l i c i e s  and Federal  Regulat ions,  most 

s p e c i f i c a l l y  a t  42 CFR P a r t  52 and 45 CFR P a r t  7 4 .  This  program is  not  

s u b j e c t  t o  t h e  intergovernmental  review requirements  of Executive Order 12372 

o r  Heal th  Systems Agency review. 


PIOLOGY OF TOOTH MOVEMENT AND RRUPTIW 


P.T. 34;  K.W. 0785040, 0775000 

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

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

The Cran io fac i a l  Anomalies, Pain Control  and Behavioral  Research Branch of t h e  
Nat ional  I n s t i t u t e  of Dental  Research ( N I D R )  encourages submission o f  h igh
q u a l i t y  a p p l i c a t i o n s  f o r  t h e  support  of r e sea rch  on t h e  b i o l o g i c a l  mechanisms 
o f  t o o t h  movement, t o o t h  e rup t ion  and t o o t h  r o o t  r e s o r p t i o n  i n  o rde r  t o  expand
i ts  a c t i v i t i e s  i n  t h i s  area. 

BACKGROUND 

Tooth movement occurs  throughout l i f e ,  e q u i l i b r a t i n g  t h e  effects of n a t u r a l  
f o r c e s  on t h e  t e e t h  by c e l l u l a r  responses  i n  t h e  surrounding t i s s u e s .  
Or thodon t i s t s  have exp lo i t ed  t h i s  phenomenon by us ing  a r t i f i c i a l  f o r c e s  t o
d i r e c t  t e e t h  i n t o  more d e s i r a b l e  p o s i t i o n s .  Much o f  o r thodon t i c  r e sea rch  has  -
emphasized development of  appl iances  t o  effect  t o o t h  movement. However, t o o t h  
movement is  mediated by c e l l u l a r  a c t i v i t y  and advances i n  t rea tment  a l s o  
depend on improved understanding of t h e  b i o l o g i c a l  processes  involved.  A 
r ecen t  N I D R  sponsored conference,  e n t i t l e d  "The Biology o f  Tooth Movement" 
(Norton L . A . ,  Burstone, C . J .  ( e d s ) :  CRC Press ,  Boca Raton, F lo r ida ,  19891,
addressed t h e  key ques t ion  o f  how mechanical f o r c e  a p p l i c a t i o n  evokes 
molecular responses  i n  t h e  surrounding t i s s u e s .  The t i s s u e s  d i r e c t l y  a f f e c t e d  
by force-induced t o o t h  movement inc lude  t o o t h  components, pe r iodon ta l
l igament ,  a l v e o l a r  bone, and t h e  g ingiva .  Vascular,  neuro logica l ,
immunological, endocrine and growth f a c t o r s  i n  t h e  t i s s u e s  surrounding t h e  
t e e t h  have been impl ica ted  as c e l l u l a r  mediators  i n  response t o  or thodont ic  
f o r c e s .  Rela ted  mechanisms and some o f  t h e  same mediators  may a l s o  be 
involved i n  excess ive  r o o t  r e so rp t ion ,  which is a s i g n i f i c a n t  adverse effect 
o f  o r thodon t i c  t r ea tmen t .  

Many o f  t h e  b i o l o g i c a l  processes  and t i s s u e  changes involved i n  t o o t h  movement 
are s imilar  t o  t h o s e  impl ica ted  i n  t h e  va r ious  t h e o r i e s  proposed t o  account 
f o r  t o o t h  e rup t ion .  Severa l  of  t h e  t h e o r i e s  of  t o o t h  e rup t ion  impl i ca t e
propuls ive  f o r c e s  generated by ex t rus ion  o f  pulp through t h e  growth of den t in ,
by growth o f  t h e  t o o t h  r o o t ,  by appos i t i on  of  bone beneath t h e  e rup t ing  t o o t h  
or by h y d r o s t a t i c  f o r c e s  der ived  from blood p res su re .  Other t h e o r i e s  propose
t h a t  t h e  c o n t r a c t i l e  p r o p e r t i e s  of  t h e  pe r iodon ta l  l igament create t h e  
e r u p t i v e  f o r c e  o r  t h a t  t h e  d e n t a l  f o l l i c l e  is respons ib l e  f o r  i n i t i a t i n g  bone 
r e s o r p t i o n  from t h e  e rup t ion  pathway and bone formation beneath t h e  e rup t ing
t o o t h .  These t h e o r i e s  and t h e  p o s s i b l e  mechanisms were c r i t i c a l l y  d iscussed  
a t  another  r ecen t  N I D R  sponsored conference,  e n t i t l e d ,  "The B io log ica l
Mechanisms o f  Tooth Erupt ion and Root Resorption" (Davidovitch,  2 .  ( ed ) ,  EBSCO 
Media, Birmingham, Alabama, 1 9 8 8 ) .  

RESEARCH GOALS 

The o b j e c t i v e  of t h i s  program announcement is t o  s o l i c i t  r e sea rch  g ran t
a p p l i c a t i o n s  t o  e l u c i d a t e  t h e  b i o l o g i c a l  mechanisms involved i n  t o o t h  
movement, t o o t h  e r u p t i o n  and r o o t  r e s o r p t i o n .  Appl icants  are urged t o  consu l t  IC 

t h e  publ ished proceedings of  t h e  two conferences mentioned above i n  o rde r  t o  
famil iar ize  themselves wi th  t h e  s t a t e  o f  t h e  a r t  a t  t h e  t i m e  o f  t h o s e  
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conferences.  However, a p p l i c a t i o n s  need not  be confined t o  t o p i c s  d iscussed;
t h e  d i f f e r e n c e s  i n  t h e  f i n d i n g s  and opinions expressed i l l u s t r a t e  t h e  need f o r  
a d d i t i o n a l  approaches.  

MECHANISM OF SUPPORT 

d 	 Support f o r  t h i s  program w i l l  be through research  g r a n t s ,  inc luding  p r o j e c t
g r a n t s  ( R o l l ,  small  g r a n t s  (R03) and FIRST awards (R29). P o l i c i e s  t h a t  govern
resea rch  g ran t  programs o f  t h e  Nat ional  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 ica 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  peer review procedures f o r  r e sea rch  g r a n t s  (Study 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  of  t h e  r e sea rch  goa l s
and approaches; f e a s i b i l i t y  of  t h e  research  and adequacy of  t h e  experimental
design;  t r a i n i n g ,  experience,  r e sea rch  competence, and ded ica t ion  o f  t h e  
i n v e s t i g a t o r ( s ) ;  adequacy of  a v a i l a b l e  f a c i l i t i e s  and a v a i l a b i l i t y  of 
appropr i a t e  s tudy  popula t ions ;  p rovis ions  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 appropr ia teness  o f  t h e  reques ted  budget
r e l a t ive  t o  t h e  work proposed. 

Funding d e c i s i o n s  w i l l  be based on t h e  Study Sec t ion ' s  and an appropr i a t e
National  Advisory Councils '  recommendations regard ing  s c i e n t i f i c  merit and 
program relevance,  and t h e  a v a i l a b i l i t y  o f  appropr ia ted  funds.  

Ques t ions  concerning t h i s  announcement may be addressed t o  D r .  John D .  
Townsley a t  t h e  address  given below. Appl ica t ions  f o r  r e sea rch  g r a n t s  should 
be submit ted on form PHS-398 ( r e v .  101881, and t h e  special i n s t r u c t i o n s  f o r  
small g r a n t s  and FIRST awards should be followed when app l i cab le .  Appl ica t ion
forms and s p e c i a l  i n s t r u c t i o n s  are a v a i l a b l e  i n  t h e  bus iness  or g r a n t s  o f f i c e  
a t  most academic or r e sea rch  i n s t i t u t i o n s ,  or from t h e  Div is ion  o f  Research 
Grants,  Nat iona l  I n s t i t u t e s  o f  Health,  Westwood Building,  Room 440, Bethesda,
Maryland 20892. Appl ica t ions  w i l l  be accepted i n  accordance with t h e  
customary d a t e s  f o r  new a p p l i c a t i o n s  depending upon t h e  funding mechanism. 

The phrase "BIOLOGY OF TOOTH MOVEMENT AND ERUPTION" 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  copies  should be 
s e n t  or de l ive red  t o :  

d 	 Grants Appl ica t ion  Receipt  Office 
Div is ion  o f  Research Grants  
Nat ional  I n s t i t u t e s  o f  Heal th  
Westwood Building,  Room 240 
Bethesda, Maryland 20892-4500XX 

Appl icants  are encouraged t o  contac t  NIDR s ta f f  p r i o r  t o  applying.  Contact:  

John D .  Townsley, Ph.D. 
Chief ,  Cran io fac i a l  Anomalies, Pain 

Control  and Behavioral  Research Branch 
Nat ional  I n s t i t u t e  of Denta l  Research 
Westwood Building,  Room 506 
Bethesda, Maryland 20892-4500 
Telephone: (301)  496-7807 

This  program is descr ibed  i n  t h e  Catalog o f  Federal  Ass is tance  No. 13.122. 
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  Publ ic  Heal th  Serv ice  A c t ,
T i t l e  111, Sec t ion  301 (Publ ic  Law 78-410, as amended), and adminis tered under 
PHS g r a n t s  p o l i c i e s  and Federal  Regulat ions 42 CFR P a r t  52 and 45 CFR P a r t  74. 
This  program is not  sub jec t  t o  t h e  intergovernmental  review requirements  o f  
Executive Order 12372 or Health Systems Agency review. 

P.T. 34, FF; K.W. 0710030 

Divis ion  of Research Resources 

Appl ica t ion  Receipt Date: December 1, 1989 

BACKGROUND ANI) OBJECTIVES 

.rr*y 	 The Divis ion  o f  Research Resources (DRR),  Nat ional  I n s t i t u t e s  o f  Heal th  ( N I H ) ,
c u r r e n t l y  p l a n s  t o  cont inue  t h e  Minority High School Student  Research 
Apprentice Program i n  1990. 
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-- 

The purpose of t h e  program is t o  provide minor i ty  high school  s t u d e n t s  with a 
meaningful experience i n  va r ious  a s p e c t s  o f  h e a l t h - r e l a t e d  r e sea rch  i n  o rde r  
t o  s t i m u l a t e  t h e i r  i n t e r e s t  i n  careers i n  sc i ence .  

E L I G I B I L I T Y  

E l i g i b l e  i n s t i t u t i o n s  a r e  those  t h a t  were awarded g r a n t s  during t h e  l a t e s tcomplete Federa l  F i s c a l  Year 1489 from e i t h e r  t h e  Biomedical Research Support 
Grant (BRSG) Program or t h e  Minority Biomedical Research Support  (MBRS)
Program, both  of  which a r e  adminis tered by DRR, N I H .  Only one a p p l i c a t i o n  f o r  
t h e  Apprentice Program can be submit ted by a component o f  an i n s t i t u t i o n  t h a t  
is t h e  r e c i p i e n t  o f  both t h e  BRSG and MBRS awards. 

S tudents  e l i g i b l e  f o r  support  under t h i s  program are those  who: (1) i d e n t i f y
themselves as minor i ty  ( i . e . ,  Black, Hispanic ,  American Indian,  Alaskan 
Native,  Pacif ic  I s l a n d e r ,  o r  Asian);  ( 2 )  are U.S. c i t i zens  or have a permanent
v i s a ;  and ( 3 )  are e n r o l l e d  i n  high school  dur ing  t h e  1989-90 academic year .
(S tudents  who w i l l  g raduate  from high school  i n  1990 are e l i g i b l e ,  as are 
s t u d e n t s  who p a r t i c i p a t e d  i n  a previous  year ,  provided they  are s t i l l  e n r o l l e d  
a t  t h e  h igh  school  l e v e l . )  

MECHANISM OF SUPPORT 

The mechanism of  support  f o r  t h i s  program w i l l  be t h e  N I H  grant- in-aid
(Minori ty  High School Student  Research Apprentice Program, S03). Support w i l l  
be provided a t  a l e v e l  o f  $1,500 f o r  each appren t i ce  p o s i t i o n  a l l o c a t e d .  No 
i n d i r e c t  c o s t s  w i l l  be pa id .  Direct support  t o  t h e  appren t i ce  must be as 
s a l a r y ;  s t i p e n d s  are no t  allowed. Within t h e  $1 ,500  per s tuden t  a l l o c a t i o n ,
funds may a l s o  be u t i l i z e d  f o r  supp l i e s ,  extending t h e  r e sea rch  experience
through t h e  school  year ,  or i f  adequate funds e x i s t ,  f o r  an a d d i t i o n a l  
appren t i ce .  However, funds from t h e s e  g r a n t s  may only be used f o r  t h e  c o s t s  
of t h e  appren t i ce  program. The Program Di rec to r  is  r e spons ib l e  f o r  
recru i tment  and s e l e c t i o n  o f  t h e  appren t i ce  and assignment of each t o  an 
i n v e s t i g a t o r .  Recruitment and se+ec t ion  c r i t e r i a  f o r  s t u d e n t s  should 
emphasize f a c t o r s  of  t h e  s t u d e n t s  motivat ion,  a b i l i t y ,  scholastic a p t i t u d e
and accomplishments. I n  a d d i t i o n ,  cons ide ra t ion  should be given t o  sc i ence  
t eache r s '  recommendations and, where poss ib l e ,  t h e  degree o f  p a r e n t a l
commitment. Assignments should be made t o  i n v e s t i g a t o r s  involved i n  
h e a l t h - r e l a t e d  r e sea rch  who are committed t o  developing i n  t h e  h igh  school  
s tuden t  an understanding o f  t h e  r e sea rch  i n  which they  p a r t i c i p a t e  and t h e  
t e c h n i c a l  s k i l l s  needed. Awards w i l l  be f o r  one yea r .  

APPLICATION 

E l i g i b l e  i n s t i t u t i o n s  should submit an a p p l i c a t i o n  c o n s i s t i n g  o f  no more than:  

1. A one-page le t ter  s t a t i n g  t h e  number o f  s tuden t  p o s i t i o n s  reques ted ,  p l u s  

2 .  A n  o r i g i n a l  and two s igned and completed cop ie s  o f  t h e  Grant Appl ica t ion
Form, PHS 398 (Rev. 10/88) face page only .  

Mark t h e  "YES" box i n  i t e m  2 and i n d i c a t e  t h e  announement t i t l e  as "Minority 

High School Student  Research Apprent ice  Program". 


Mark i t e m s  numbered 4 ,  5, 7, 8b, 1 0  and 14 as Not Applicable  ( N . A . ) .  Complete

i t e m  8a wi th  t h e  t o t a l  d o l l a r  amount of your r eques t ,  which is number o f  

s tuden t  p o s i t i o n s  reques ted  times $1,500 pe r  s tuden t .  


A f i n a l  progress  r e p o r t ,  c o n s i s t i n g  of a one-page Program D i r e c t o r ' s  r e p o r t ,  a 

one-page r e p o r t  f o r  each s tuden t ,  and a F inanc ia l  S t a t u s  Report will be 

r equ i r ed  by May 31, 1991. 


Please  Note: Limited funds and increased  r e q u e s t s  f o r  such s tuden t  p o s i t i o n s  

may restr ic t  t h e  f i n a l  a l l o c a t i o n s  by DRR t o  t h r e e  or fou r  s t u d e n t s  pe r 

e l i g i b l e  a p p l i c a n t  i n s t i t u t i o n .  Upon recommendation of t h e  Nat ional  Advisory 

Research Resources Council, DRR w i l l  g ive  preference  i n  making awards t o  t h o s e  

i n s t i t u t i o n s  t h a t  can support  a summer program having a "cr i t i ca l  mass" o f  a t  

least f i v e  or s i x  s t u d e n t s  us ing  i n s t i t u t i o n a l  as w e l l  as DRR funds.  


The a p p l i c a t i o n s  should be submit ted t o :  


Biomedical Research Supprt  Program

Divis ion  o f  Research Resources 

National  I n s t i t u t e s  o f  Heal th  

5333 Westbard Avenue 

Westwood Building,  Room l O A l l  

Bethesda, Maryland 20892 
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I n q u i r e s  can be made o f  D r .  Marjorie A. Tingle  a t  t h e  above i n d i c a t e d  addres s  
o r  by c a l l i n g  (301)  496-6743. 

The dead l ine  f o r  r e c e i p t  o f  a p p l i c a t i o n s  is December 1, 1989. Awards w i l l  be 
e f f e c t i v e  March 1, 1990, cont ingent  upon a v a i l a b i l i t y  o f  appropr i a t ed  funds.  

ON I N  

P.T. 34; K.W. 0715035, 0755030, 1007001, 1007002, 1007003 


National  Cancer I n s t i t u t e  

National  I n s t i t u t e  o f  Environmental Heal th  Sciences 


Applicat ion Receipt Dates: February 1,  June 1, and October 1, 1990 


The Div i s ion  of Cancer Et iology (DCE) o f  t h e  Nat ional  Cancer I n s t i t u t e  ( N C I ) 

and t h e  Extramural Program o f  t h e  Nat ional  I n s t i t u t e  o f  Environmental Health 

Sciences (NIEHS) i n v i t e  g r a n t  a p p l i c a t i o n s  through a j o i n t  Program

Announcement (PA) f o r  b a s i c  s t u d i e s  intended t o  provide i n s i g h t s  and 

approaches t o  an understanding o f  t h e  p o s s i b l e  e t i o l o g y  o f  neop las i a  i n  

f i n f i s h  and s h e l l f i s h .  This  t ype  o f  s o l i c i t a t i o n  is  u t i l i z e d  when it is 

d e s i r 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 sea rch  p r o j e c t s  i n  areas of 

s p e c i a l  programmatic i n t e r e s t  t o  t h e  Nat ional  I n s t i t u t e s  of Health ( N I H ) . 

Applicants  funded under t h e  PA are supported through t r a d i t i o n a l  r e sea rch  

g r a n t s  i n  accordance wi th  Pub l i c  Heal th  Se rv ice  (PHS) p o l i c i e s  a p p l i c a b l e  t o  

r e sea rch  g r a n t s .  It is t o  be noted t h a t  only Research P r o j e c t  (Rol l  g r a n t 

a p p l i c a t i o n s  w i l l  be considered t o  be responsive t o  t h i s  PA. 


Appl i ca t ions  r ece ived  i n  response t o  t h i s  PA by February 1,  1990, may be 

reviewed by t h e  same N I H  I n i t i a l  Review Group o f  t h e  Divis ion o f  Research 

Grants (DRG).  Grant a p p l i c a t i o n s  i n  response t o  t h i s  announcement received 

June 1 or October 1, 1990, w i l l  be reviewed i n  accordance with t h e  usua l  

Pub l i c  Heal th  Se rv ice  Peer Review (Study Sec t ion )  procedures.  


I. BACKGROUND 

It has become ev iden t  t h a t  "cancer epidemics," o r  e p i z o o t i c s  can occur i n  
c e r t a i n  f i s h  popu la t ions .  A t  p re sen t  t h e r e  are a t  least s i x  areas wi th in  t h e
U.S. t h a t  appear t o  p re sen t  s i g n i f i c a n t  epidemics: ( 1 )  t h e  Puget Sound Basin 
i n  Washington, ( 2 )  Torch Lake i n  Michigan, (3) t h e  Black River i n  Ohio, ( 4 )
t h e  Buffalo River,  ( 5 )  t h e  Hudson River i n  N e w  York, and ( 6 )  t h e  Pamlico River 
i n  Texas. I n  each case t h e  feral  f i n f i s h  populat ion p r e s e n t s  an unusual ly
high prevalence o f  d i s t i n c t  tumor t y p e s .  Tumors have been i d e n t i f i e d  i n  many
s p e c i e s  o f  f i n f i s h  and s h e l l f i s h  a t  one o r  more o f  t h e  fol lowing sites: s k i n ,
g i l l ,  mantle, o r a l  region,  pharynx, stomach, carapace,  pancreas,  l i v e r ,
kidney, gonads, h e a r t ,  t h y r o i d  gland, nervous system, s o f t  t i s s u e s ,  ske l e ton ,
and lymphoret icular  and hematopoietic t i s s u e s .  

Some o f  t h e s e  cance r s  i n  lower animals may be similar and o t h e r s  d i s s i m i l a r  t o  
t h o s e  o f  man. Some cancers ,  i n  fact ,  arise from cel ls  and organs o f  lower 
animals t h a t  man does no t  possess. There are large gaps in our knowledge
about how neoplasms i n  a q u a t i c  animals conform t o  what is known about 
neoplasms o f  m a m m a l s ,  t h e i r  morphologic character is t ics ,  b i o l o g i c  course,
r e l a t i o n  t o  hos t - r egu la t ing  mechanism, and t h e i r  t r a n s p l a n t a b i l i t y  and 
t r a n s m i s s i b i l i t y .  Some n e o p l a s t i c  c r i t e r i a  used i n  mammalian pathology cannot 
y e t  be app l i ed  with confidence t o  many o f  t h e  tumors o r  tumor-like l e s i o n s  o f  
a q u a t i c  s p e c i e s .  Nevertheless ,  evo lu t ion  o f  t h e  phyla and s p e c i e s  has  
imparted a g r e a t  d e a l  of b i o l o g i c a l  commonage, p a r t i c u l a r l y  a t  t h e  c e l l u l a r  
l e v e l ,  and t h e r e  are s t r i k i n g  s imi la r i t i es  i n  metabolic response t o  
xenob io t i c s ,  a t  least  q u a l i t a t i v e l y ,  between f i n f i s h  and m a m m a l s .  Such 
commonality s e r v e s  as t h e  bases  f o r  e x t r a p o l a t i o n  o f  t h e  s i g n i f i c a n c e  of 
response a t  one p h y l e t i c  l e v e l  t o  t h a t  a t  another  p h y l e t i c  l e v e l .  

Experimental evidence, t o  d a t e ,  sugges t s  t h a t  some f i s h  s p e c i e s ,  when compared 
t o  rodents ,  are less  s e n s i t i v e  t o  t h e  t o x i c  and more responsive t o  t h e  
carcinogenic  effects o f  xenob io t i c s ;  t h e y  react more promptly, with a s h o r t e r  
l a t e n c y  pe r iod  and with g r e a t e r  s p e c i f i c i t y .  These c h a r a c t e r i s t i c s ,  t o g e t h e r
with t h e  fact  t h a t  a q u a t i c  animals are exposed t o  a water environment, with 
a l l  o f  i ts  s o l u b i l i z e d  and suspended components, a t  t h e  l e v e l  of g i l l ,  eye, 
gu t ,  and sk in ,  suggest t h a t  t hey  should s e r v e  as major i n d i c a t o r s  of agen t s  i n  
t h e  environment which may pose a r i s k  t o  humans. Not only are t h e s e  a q u a t i c
animals obvious cand ida te s  t o  se rve  as s e n t i n e l s  o f  carcinogenic  p o l l u t a n t s  i n  
t h e  environment but  t h e  e p i z o o t i c s  o f  cancer  which they  experience i n  confined 
o r  circumscribed water areas such as l a k e s  and c a n a l s  o r  sha rp ly  de f ined  areas

d 	 o f  r i v e r s ,  bays and e s t u a r i e s  o f f e r  a n a t u r a l  experiment f o r  e s t a b l i s h i n g
cause-and-effect r e l a t i o n s h i p s ,  i n t e r s p e c i e s  comparisons, and f o r  e s t a b l i s h i n g  
t a r g e t  cel ls  a t  r isk.  
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A reques t  f o r  a p p l i c a t i o n s  (RFA) f o r  "Studies  on t h e  Et io logy  o f  Neoplasia i n  
Poik i lo thermic ,  Aquatic Animals: F i n f i s h  and S h e l l f i s h "  w a s  i s sued  on January
31, 1986. Fi f ty - fou r  a p p l i c a t i o n s  were rece ived  i n  response t o  t h e  RFA and a 
t o t a l  o f  n ine  awards were made. The RFA w a s  j o i n t l y  sponsored by t h e  N C I ,
NIEHS, and t h e  Department o f  t h e  Army (Medical Research and Development
Command). The Army funds f o r  t h i s  i n i t i a t i v e  are being adminis te red  by t h e  
N C I  through an Interagency Agreement. The N C I  and Army funds were used t o  
award seven g r a n t s .  Two o t h e r  a p p l i c a t i o n s  were given NIEHS primary
assignment and were awarded by NIEHS e a r l y  i n  FY 87. 
11. RESEARCH GOALS AND SCOPE 

The o v e r a l l  purpose o f  t h i s  PA is t o  a c c e l e r a t e  t h e  development of  a d d i t i o n a l  
understanding r e l a t i v e  t o  s t u d i e s  on t h e  p o s s i b l e  e t i o l o g y  o f  neop las i a  i n  
poik i lo thermic ,  a q u a t i c  animals:  f i n f i s h  and s h e l l f i s h .  The proposed PA w i l l  
seek aga in  t o  make t h e  r e sea rch  community aware o f  t h e  i n t e r e s t s  o f  t h e  N C I  
and NIEHS i n  f i s h  ca rc inogenes i s  models. 

Cons is ten t  with t h e  t i t l e  o f  t h i s  PA are a broad spectrum o f  s t u d i e s  t h a t  
would g r e a t l y  f ac i l i t a t e  our understanding of  t h e  e t i o l o g y  o f  neop las i a  i n  
f i n f i s h  and s h e l l f i s h .  L i s t ed  below are some commonly i d e n t i f i e d  needs which 
are intended t o  express  t h e  spectrum of  s t u d i e s  of  i n t e r e s t  but  which are no t  
intended as a comprehensive l ist  of  p o s s i b i l i t i e s  (it w i l l  be up t o  t h e  
app l i can t  t o  determine t h e  scope and o b j e c t i v e  o f  t h e  s t u d i e s  proposedlr 

a )  	Evalua t ion  o f  t h e  s i m i l a r i t y  o f  metabol ic  func t ion  i n  procarcinogen
a c t i v a t i o n  among d i f f e r e n t  s p e c i e s  of  i n v e r t e b r a t e s  and/or
v e r t e b r a t e s  i n  regard  t o  Phase I and Phase I1 r e a c t i o n s .  
Assessment of  t h e  r o l e  o f  f i s h  hepa tocytes  i n  metabolism of 
procarcinogens.  S t u d i e s  on b i o a v a i l a b i l i t y  and t r a n s f e r  o f  
xenob io t i c s  and t h e i r  me tabo l i t e s  from i n v e r t e b r a t e s  t o  f i s h  and 
from i n v e r t e b r a t e s  and f i s h  t o  mammals. 

b) Effects o f  environmental  and phys io log ica l  v a r i a b l e s  o f  water 
temperature ,  age,  sex  and gonadal development on b i o a v a i l a b i l i t y
and metabolism o f  xenob io t i c s .  

c )  	Development o f  i n  v i t r o  c u l t u r e  systems f o r  normal and n e o p l a s t i c
ce l l s  from i n v e r t e b r a t e s  and v e r t e b r a t e s  and a n a l y s i s  o f  adducts  t o  
macromolecules o f  environmental ly  r e l evan t  xenob io t i c  me tabo l i t e s .  

d )  	S t u d i e s  on chemical/chemical and chemicaWvira1 i n t e r a c t i o n s  i n  t h e  'I 

e t i o l o g y  o f  a q u a t i c  animal neoplasms and t h e  i d e n t i f i c a t i o n  o f  
oncogenes i n  i n v e r t e b r a t e  and v e r t e b r a t e  spec ie s .  

e )  Analysis  o f  DNA r e p a i r  capac i ty ,  m i t o t i c  index, sister chromatid 
exchange, c e l l  c y c l e  t i m e ,  and enzyme pathways f o r  xenobio t ic  
metabolism under va r ious  temperature  cond i t ions  i n  poik i lo thermic
a q u a t i c  animals  and de termina t ion  of  t h e  r e l a t i o n s h i p  t o  t h e  
p e r s i s t e n c e  o f  g e n e t i c  l e s i o n s  t h a t  might l e a d  t o  tumorigenesis .  

f )  S t u d i e s  o f  f a c t o r s  involved i n  promotion o r  progress ion  o f  a tumor 
i n  a q u a t i c  s p e c i e s .  Assessment of  t r a n s p l a n t a b i l i t y  o f  neoplasms. 

g) 	The effect o f  chemical p o l l u t a n t s  on t h e  immune response i n  a q u a t i c
animals and t h e  r o l e  of  t h e  immune system i n  a q u a t i c  animal 
neop las i a .  

h )  	Expansion o f  t h e  experimental  oncology da tabase  on va r ious  
promising f i s h  s p e c i e s  as carcinogen assay  s u b j e c t s .  Tumor 
induct ion  s t u d i e s  wi th  chemical agents  which u t i l i z e  s p e c i e s  such 
as t h e  rainbow t r o u t ,  t h e  medaka o r  Japanese k i l l i f i s h ,  t h e  guppy,
t h e  zeb ra f i sh ,  t h e  sheepshead minnow, o r  o t h e r  e s t a b l i s h e d  models. 
Besides  tumor induct ion ,  s t u d i e s  might inc lude  t h e  f u r t h e r  
development o f  d a t a  on potency o f  carc inogenic  agen t s  i n  f i s h e s ,
u t i l i z i n g  f i s h  molecular,  c e l l u l a r ,  and t i s s u e  responses  wi th  
screening  endpoints  such as unscheduled DNA syn thes i s ,  l i v e r  enzyme
induct ion ,  chromosomal abe r ra t ions ,  sister chromatid exchange, o r  
d e t e c t i o n  of  a l t e r e d  f o c i  i n  such t a r g e t  t i s s u e s  as l i v e r .  

111. MECHANISM OF SUPPORT 

Th i s  program w i l l  be supported through t r a d i t i o n a l  r e sea rch  g r a n t s  (Roll.
Awards w i l l  be adminis te red  under Publ ic  Heal th  Se rv ice  g r a n t s  po l i cy  as 
s t a t e d  i n  t h e  PHS Grants  Pol icy  Statement,  DHHS Pub l i ca t ion  No. 82-50,000,
r ev i sed  January 1, 1987. The t o t a l  p r o j e c t  pe r iod  f o r  a p p l i c a t i o n s  submit ted 
i n  response t o  t h e  PA should no t  exceed f i v e  yea r s .  
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I V .  ELIGIBILITY 

Non-profit and f o r - p r o f i t  o rgan iza t ions  and i n s t i t u t i o n s ,  governments and 
t h e i r  agencies ,  and ind iv idua l s  are e l i g i b l e  t o  apply.  

V.  APPLICATION AND REVIEW PROCEDURES 

Appl ica t ions  submit ted i n  response t o  t h e  PA w i l l  be considered by DRG f o r  
dual  i n s t i t u t e  assignment t o  N C I  and NIEHS. The primary i n s t i t u t e  assignment
w i l l  be determined by DRG based on e s t a b l i s h e d  i n s t i t u t e  r e f e r r a l  g u i d e l i n e s .
If a s u f f i c i e n t  number o f  a p p l i c a t i o n s  a r e  rece ived  f o r  t h e  February 1, 1990,
r e c e i p t  da t e ,  t hey  w i l l  be reviewed by a s p e c i a l  s tudy  s e c t i o n  t o  be assembled 
by t h e  DRG, N I H .  Appl ica t ions  received for t h e  June 1 o r  October 1 1990,
deadl ines  w i l l  be ass igned by DRG t o  t h e  most appropr i a t e  r e g u l a r  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  r e sea rch  
goa l s  and approaches; f e a s i b i l i t y  o f  r e sea rch  and adequacy of  experimental
design;  adequacy o f  a v a i l a b l e  f a c i l i t i e s  and appropr ia teness  o f  t h e  reques ted
budget r e l a t i v e  t o  t h e  work proposed. Following s tudy  s e c t i o n  review, f u r t h e r  
eva lua t ion  w i l l  be provided by an appropr i a t e  Nat ional  Advisory Board/Council.
Funding d e c i s i o n s  w i l l  be based on t h e  above eva lua t ions  and on t h e  
a v a i l a b i l i t y  o f  funds.  

Appl ica t ions  should be submitted on Form PHS-398, r ev i sed  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  o f f i c e  a t  most academic o r  r e sea rch  i n s t i t u t i o n s ,  o r  
from t h e  Div is ion  of  Research Grants,  N I H .  Appl ica t ions  w i l l  be accepted i n  
accordance wi th  t h e  d a t 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  on o r  before  February 1 ,
June 1, o r  October 1, 1990. 

The phrase " I N  RESPONSE TO PROGRAM ANNOUNCEMENT - FINFISH AND SHELLFISH" 
should be typed on l i n e  2 of t h e  f ace  page o f  t h e  a p p l i c a t i o n  and check "YES" 
i n  t h e  box. The o r i g i n a l  and s i x  copies  should be s e n t  t o :  

Grant Appl ica t ions  Receipt  Office 
Div is ion  o f  Research Grants 
Nat ional  I n s t i t u t e s  o f  Health 
Westwood Building,  Room 240 
Bethesda, Maryland 20892-4500XE 

Addi t iona l  information r e l a t e d  t o  t h e  background o f  t h i s  program announcement 
can be obta ined  by con tac t ing !  

.I D r .  David G .  Longfellow
Chief ,  Chemical and Phys ica l  Carcinogenesis  Branch 
Div is ion  of  Cancer Et io logy
National  Cancer I n s t i t u t e  
Executive Plaza North, S u i t e  700 
6130 Executive Boulevard 
Rockvi l le ,  Maryland 20892 
Telephone: (301) 496-5471 

This  program is descr ibed  i n  t h e  Catalog o f  Federal  Domestic Ass is tance  No. 
13.393, Cancer Prevent ion Research. Awards w i l l  be made under a u t h o r i z a t i o n  
of t h e  Public Health Se rv ice  A c t ,  T i t l e  111, Sect ion  3 0 1 ( c )  and Sec t ion  402 
(Publ ic  Law 78-410, as amended; 42 USC 241; 42 USC 282) and adminis tered under 
PHS g ran 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 Par t  74. 
This  program is no t  sub jec t  t o  t h e  intergovernmental  review requirements  of 
Executive Order 12372 o r  Heal th  Systems Agency review. 

ERRATA. 


BIO- OF FIBRINOLYSIS 

RFA AVAILABLE: 89-HL-16-B 

P.T. 34; K.W. 1003002, 0760035, 0790000 
National  Heart, Lung, and Blood I n s t i t u t e  

Appl ica t ion  Receipt  Date: March 15, 1990 

This  Request f o r  Appl ica t ions  was publ ished i n  t h e  N I H  Guide f o r  Grants  and 
Cont rac ts  on August 25, 1989, Vol. 18, No. 29, which contained i n c o r r e c t  
information about funding mechanisms and t h e  a n t i c i p a t e d  number of  awards. 
Th i s  announcement is  con ta ins  t h e  c o r r e c t  information.  
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The Blood Diseases Branch of  t h e  Div is ion  o f  Blood Diseases and Resources, 

National  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 

of  a Request f o r  Appl ica t ions  (RFA) on t h e  above s u b j e c t .  Copies o f  t h e  RFA 

are c u r r e n t l y  a v a i l a b l e  from s ta f f  o f  t h e  NHLBI .  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  only f o r  r e sea rch  o f  very  unusual merit, need, and 

promise. 


This  program w i l l  support  b a s i c  r e sea rch  on t h e  biochemical mechanisms t h a t  

r e s u l t  i n  f i b r i n o l y s i s  and thrombolysis  wi th  p a r t i c u l a r  emphasis on t h e  

t h rombose lec t iv i ty  of  plasminogen a c t i v a t o r s  and t h e i r  r e g u l a t i o n  by

plasminogen a c t i v a t o r  i n h i b i t o r s .  Research e l u c i d a t i n g  t h e  biochemical b a s i s  

of  r e s i s t a n c e  of  o l d  thrombi towards thrombolyt ic  agen t s  and those  thrombi 

forming a f t e r  thromboly t ic  therapy  is a l s o  r e l e v a n t  t o  t h e  g o a l s  and 

o b j e c t i v e s  o f  t h i s  RFA. This  announcement may be o f  p a r t i c u l a r  i n t e r e s t  t o  

i n v e s t i g a t o r s  wi th  e x p e r t i s e  i n  phys ica l  and s t r u c t u r a l  biochemistry.  


The support  mechanism f o r  t h i s  f ive-year  program w i l l  be t h e  t r a d i t i o n a l , 

i nd iv idua l  r e sea rch  g ran t  ( R o l l .  Although approximately $1,350,000 ( f o r 

d i r e c t  p l u s  i n d i r e c t  c o s t s )  f o r  t h i s  program is included i n  t h e  f i n a n c i a l  

p lans  f o r  f i sca 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  of  funds f o r  t h i s  purpose.  


For f u r t h e r  information and t o  reques t  a copy o f  t h e  complete RFA, c o n t a c t :  


Diane L .  Lucas, Ph.D. 

Divis ion  of  Blood Diseases and Resources 

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

Federa l  Bui lding,  Room 5A12 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-5911 


STRUCTURAL BIOLOGY AS APPLIED TO THE PROBLEM OF TARGETED DRUG DESIGN 

FOR THE TREATMENT OF AIDS 


P.T. 34; K.W. 0715008, 0755025, 1003001, 0710030, 1002045 


Nat iona l  I n s t i t u t e  of  General Medical Sciences 


This  Program Announcement w a s  publ ished i n  t h e  N I H  Guide f o r  Grants  and 

Contrac ts  on September 8, 1989, Vol. 18, No. 31. It contained i n c o r r e c t  

information about t h e  number of  copies  o f  t h e  a p p l i c a t i o n  t o  submit t o  t h e  

Divis ion  of Research Grants .  The c o r r e c t  information is t o  send t h e  o r i g i n a l 

and s i x  ( 6 )  cop ie s  t o :  


Divis ion  of  Research Grants  

National  I n s t i t u t e s  o f  Heal th  

Westwood Building,  Room 240 

Bethesda, Maryland 20892WW 


H T H E  MAILING ADDRESS G I V E N  FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD BUILDING IS THE 

CENTRAL MAILING ADDRESS FOR THE NATIONAL INSTITUTES OF HEALTH. APPLICANTS WHO 

USE EXPRESS MAIL OR A COURIER SERVICE ARE ADVISED TO FOLLOW THE CARRIER'S 

REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS FOR THE WESTWOOD 

BUILDING IS :  


5333 Westbard Avenue 

Bethesda, Maryland 20816 


-e 
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