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DNA RECOMB INANT RESEARCH 

Backaround 

On May 5, 1976, the Director, National Institutes of Health, established 

the Office of Recombinant DNA Activities (ORDA) in the National Institute 

of General Medical Sciences to coordinate the administration of NIH policies 

and procedures pertaining to the utilization of recombinant DNA technology 

in research. 


On June 23 ,  1976, the NIH issued Guidelines for Research Involving Recombinant 
DNA Molecules. The Guidelines govern the conduct of NIH-supported research 

on recombinant DNA molecules, and they establish carefully controlled 

conditions for the conduct of experiments involving the production of such 

molecules and their insertion into organisms such as bacteria. The Guidelines 

were published in the Federal Register, July 7, 1976, and will be updated 

periodically. Copies are available from the NIH Office of Recombinant DNA 

Activities, National Institute of General Medical Sciences, Room 4A52, 

Building 31, Bethesda, Maryland 20014. 


These Guidelines replace the recommendations contained in the 1975 Summary 

Statement of the Asilomar Conference on Recombinant DNA Molecules. 


Detailed procedures for the submission, review,and monitoring of projects 
involving recombinant DNA technology will be published in the NIH Guide f o r  
Grants and Contracts. 

Application forms are also under revision to include a check block indicating 

whether or not DNA recombinant technology is involved. Until such time as 

these forms are available, applicants should specify in capital letters at 

the bottom of the first page of the application "THIS APPLICATION DOES/DOES NOT 

INVOLVE RECOMBINANT DNA." Labeling the face page of the application will 

assist in expediting the processing of your application. 


The purpose of this communication is to inform you of interim procedures which 

must be undertaken if NIH-supported recombinant DNA research will be conducted 

in the future at your institution. 


Institutional Biohazards Committee ( I B C )  

Your institution must establish a standing biohazards committee if research 
involving recombinant DNA technology supported by NIH is conducted under the 
sponsorship of the institution. Suggestions for the composition of such a 
committee are discussed under Section IV of the NIH Guidelines, which also 
discusses the roles and responsibilities of principal investigators and 
institutions. A roster of your institutional biohazards committee, with the 
names, addresses, occupations, and qualifications of the chairman and 
members of the committee must be submitted to the NIH Office of Recombinant 
DNA Activities (ORDA). 

The composition of institutional biohazards committees is subject to review 

by ORDA for compliance with recommendations stated in the Guidelines. 
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It is the responsibility of each grantee institution to update this informa

tion at least annually. 


A s  stipulated in the Guidelines, the ORDA will assist in the formation of 
an area biohazards committee when this is appropriate. Such an area committee 
will be necessary when additional expertise from outside a given institution 
is necessary for the biohazards committee to fulfill its functions. 

New, Continuation, and Competing Renewal Applications 


All new and competing renewal applications (Types 1 and 2) received on or 
after December 1, 1976, involving DNA recombinant research must be in 
compliance with the requirements that the application be accompanied by a 
Memorandum of Understanding and Agreement (MUA). If not, the application 
will be considered incomplete and therefore unacceptable for review. The 
MUA must contain: 

1. 	 An assurance that the principal investigator has become familiar with 
the current Guidelines issued by the NIH and agrees to abide by their 
provisions, 

2. 	 A description of the experiments being conducted which involve recombinant 
DNA molecules, 

3 .  	 An assessment of the levels of physical and biological containment 
required by the current NIH Guidelines for these experiments, 

4 .  	 A statement of the facilities and specific procedures which will be 
used to provide the required levels of containment, 

5. 	 Certification by an institutional official that these facilities and 
procedures have been reviewed by the institutional biohazards committee, 
and judged to be both adequate and consistent with the requirements of 
the NIH Guidelines, 

6 .  	 Agreement that the institutional biohazards committee will monitor the 
facilities and procedures throughout the duration of the projects, and 

7. 	 A statement that the recombinant DNA molecules being used will not be 

transferred to other investigators or institutions unless their facil

ities and techniques have been assured to be adequate, and a new MUA 

is executed by them and submitted to the NIH prior to the initiation 

of experiments. 


A l l  noncompeting continuation applications (Type 5) involving DNA recombinant 
research projects must be accompanied by an MUA (including certification by 
the IBC). Each Type 5 application received for subsequent budget periods 
must contain an updated certification statement from the IBC that the 
proposed facilities and staff have been reviewed again by the IBC within 
30 days prior to submission of the application and continued to be in 
compliance with NIH Guidelines. 
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Appl i ca t ions  t h a t  have r e c e n t l y  been approved by c o u n c i l  w i l l  have MUA's 
r eques t ed ,  i f  necessary .  I t  is sugges ted  t h a t  documentation be  supp l i ed  
as soon as p o s s i b l e  s o  t h a t  funding w i l l  n o t  be  de layed .  

This  n o t i c e  g e n e r a l l y  a p p l i e s  t o  c o n t r a c t s  a l s o .  De ta i l ed  informat ion  
concerning c o n t r a c t s  w i l l  be  publ i shed  i n  t h e  G m d e  a t  a la ter  d a t e .  

Add i t iona l  i n fo rma t ion  is  a v a i l a b l e  from t h e  O f f i c e  of Recombinant DNA 
A c t i v i t i e s ,  Na t iona l  I n s t i t u t e  of General Medical Sc iences ,  Na t iona l  
I n s t i t u t e s  of Hea l th ,  Room 41\52, Bu i ld ing  31, Bethesda, Maryland 20014,  
(301) 496-2323. 
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S P E C I A L I Z E D  CENTERS OF RESEARCH I N  U R O L I T H I A S I S  -.
NATIONAL I N S T I T U T E  OF A R T H R I T I S ,  METABOLISM, 

AND D I G E S T I V E  DISEASES A N N O U N C E M E N T  

The Na t iona l  I n s t i t u t e  of A r t h r i t i s ,  Metabolism, and D i g e s t i v e  Diseases 
announces a n a t i o n a l  compet i t ion  t o  e s t a b l i s h  a l i m i t e d  number of Spec ia l i zed  
Centers  of Research focused on u r o l i t h i a s i s .  Copies of t h e  Guide l ines  f o r  
t h i s  program are now a v a i l a b l e .  

The o b j e c t i v e ,  i n  t h e  e s t ab l i shmen t  of Spec ia l i zed  Centers  of Research i n  
U r o l i t h i a s i s ,  is t o  b r i n g  t o g e t h e r  t h e  r e s o u r c e s  of a number of s c i e n t i f i c  
and medical d i s c i p l i n e s  w i t h  a combined b a s i c  and c l i n i c a l  r e s e a r c h  focus  
upon t h i s  impor tan t  d i s o r d e r .  The g o a l  of t h i s  i n i t i a t i v e  is t o  e l u c i d a t e  
t h e  unde r ly ing  mechanisms of u r o l i t h i a s i s ,  w i t h  an eye toward e v e n t u a l  
development of improved t h e r a p i e s  f o r  p a t i e n t s  w i t h  u r o l i t h i a s i s  and r a t i o n a l  
means f o r  p reven t ion  of u r o l i t h i a s i s .  T h i s  g o a l  is t o  be pursued a t  each  
Spec ia l i zed  Center of Research i n  U r o l i t h i a s i s  through a c a r e f u l l y  composed 
program of r e s e a r c h  s t u d i e s  on t h e  e t i o l o g y ,  pa thogenes i s ,  d e t e c t i o n ,  and 
t r ea tmen t  of t h i s  d i s e a s e .  

A Spec ia l i zed  Center of Research i n  U r o l i t h i a s i s  i s  c h a r a c t e r i z e d  by a 
s t r o n g ,  we l l -de f ined  program of c o l l a b o r a t i o n  among a m u l t i d i s c i p l i n a r y  
group of i n v e s t i g a t o r s .  The d i s c i p l i n e s  r ep resen ted  might i nc lude :  
nephrology, uro logy ,  phys io logy ,  p h y s i c a l  chemis t ry ,  b iochemis t ry ,  micro-
b io logy ,  g e n e t i c s ,  pa thology,  epidemiology, e t c .  Thus, a S p e c i a l i z e d  
Center f o r  Research i n  U r o l i t h i a s i s  h a s  a unique o r g a n i z a t i o n  which 
b r i d g e s  t h e  depar tments  and schoo l s  of t h e  sponsor ing  i n s t i t u t i o n  o r  
i n s t i t u t i o n s .  

Spec ia l i zed  Centers  of Research i n  U r o l i t h i a s i s  are funded by a grant - in-
a i d .  T h i s  Center award d i f f e r s  from o t h e r  r e s e a r c h  grants - in-a id  i n  i ts  
emphasis on a c e n t r a l  r e s e a r c h  theme, t h e  requirement f o r  i n t e r d i s c i p l i n a r y  
c o l l a b o r a t i o n ,  and t h e  deg ree  of coord ina t ion  by t h e  Na t iona l  I n s t i t u t e  
of A r t h r i t i s ,  Metabolism, and D i g e s t i v e  Diseases. 

Copies of t h e  Gu ide l ines  and f u r t h e r  in format ion  are a v a i l a b l e  from: 

Kidney and Urologic  Diseases Program 
N a t i o n a l  I n s t i t u t e  of A r t h r i t i s ,  

Metabolism, and D i g e s t i v e  Diseases 
N a t i o n a l  I n s t i t u t e s  of Heal th  
Bethesda, Maryland 20014 

Telephone: (301) 496-7133 

Letters of i n t e n t  t o  app ly  f o r  a Spec ia l i zed  Center of Research i n  Uro
l i t h i a s i s  must be r ece ived  by December 15 ,  1976. T h i s  l e t te r  w i l l  a l l ow 
I n s t i t u t e  s t a f f  t o  begin  d i s c u s s i o n s  w i t h  a p p l i c a n t s  r ega rd ing  t h e  r e s e a r c h  
theme of t h e  proposed Center as w e l l  as a d m i n i s t r a t i v e  and f i n a n c i a l  d e t a i l s .  
App l i ca t ions  w i l l  be  reviewed and eva lua ted  by a committee of a p p r o p r i a t e  
s c i e n t i f i c  peers and then  by t h e  Na t iona l  Advisory A r t h r i t i s ,  Metabolism, 
and D i g e s t i v e  Diseases Council .  
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The Nat iona l  I n s t i t u t e  of A r t h r i t i s ,  Metabolism, and Diges t ive  Diseases is 
planning t o  i n i t i a t e  t h i s  program i n  f i s c a l  year  1977. The award of g r a n t s  
pursuant  t o  t h i s  r e q u e s t ,  however, is con t ingen t  upon t h e  appropr i a t ion  and 
apportionment of funds f o r  t h i s  purpose. App l i ca t ions  must be  rece ived  a t  
t h e  Na t iona l  I n s t i t u t e s  of Heal th  by February 1, 1977. Success fu l  a p p l i c a n t s  
w i l l  b e  n o t i f i e d  a f t e r  mid-August 1977, b u t  p r i o r  t o  October 1, 1977. 
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CLINICAL INVESTIGATOR AWARD 

ARTHRITIS, BONE, AND SKIN DISEASES PROGRAM 


NATIONAL INSTITUTE OF ARTHRITIS, METABOLISM, 

AND DIGESTIVE DISEASES A N N O U N C E M E N T  


The A r t h r i t i s ,  Bone, and Skin  Diseases Program of  t h e  Nat iona l  l n s t i t u t e  of 
A r t h r i t i s ,  Metabolism, and D i g e s t i v e  Diseases i n t e n d s  t o  make a l i m i t e d  
number of NIAMDD C l i n i c a l  I n v e s t i g a t o r  Awards based upon t h e  a n t i c i p a t e d  
a p p r o p r i a t i o n  and apportionment of funds f o r  f i s c a l  y e a r  1 Y 7 7 .  These awards 
w i l l  p rovide  an o p p o r t u n i t y  f o r  promising c l i n i c a l l y  t r a i n e d  i n d i v i d u a l s  
w i t h  demonstrated a p t i t u d e  i n  r e s e a r c h ,  t o  develop i n t o  independent bio
medical i n v e s t i g a t o r s  i n  t h e  f i e l d s  o f :  

A r t h r i t i s  Research 
Orthopedics  Research 
Dermatology Research 

The NIAMDD C l i n i c a l  I n v e s t i g a t o r  Award i s  designed t o  provide  i n t e n s i v e ,  
guided, r e s e a r c h  exper ience  f o r  i n d i v i d u a l s  w i t h  c l i n i c a l  background and 
t r a i n i n g ,  r a t h e r  than t o  f o s t e r  t h e  f u r t h e r  development of r e s e a r c h  s k i l l s  
of  i n d i v i d u a l s  a l r e a d y  having shown s i g n i f i c a n t  r e s e a r c h  achievement. Thus, 
candida tes  a re  r e s t r i c t e d  t o  t h o s e  hold ing  h e a l t h  p r o f e s s i o n a l  degrees  i n  
t h e  c l i n i c a l  s c i e n c e s  (M.D.,  D . O . ,  D . V . M . ,  o r  e q u i v a l e n t )  w i t h  f o u r  t o  
seven y e a r s  of t o t a l  p r o f e s s i o n a l  p o s t d o c t o r a l  c l i n i c a l  and r e s e a r c h  
exper ience  by t h e  p r o j e c t e d  s tar t  of t h e  award. It  is expected t h a t  
candida tes  w i l l  have a minimum of two y e a r s  of c l i n i c a l  exper ience  and 
two y e a r s  of  r e s e a r c h  t r a i n i n g .  I n  e x c e p t i o n a l  c i rcumstances,  i n d i v i d u a l s  
w i t h  less than fou r  o r  more than  seven y e a r s  of  such exper ience  may apply ,  
b u t  must j u s t i f y  t h o s e  s p e c i a l  c i rcumstances.  Holders of t h e  Ph.D. o r  
comparable r e s e a r c h  degree ,  e i t h e r  wi th  o r  wi thout  accompanying h e a l t h  
p r o f e s s i o n a l  degree ,  are n o t  e l i g i b l e .  Candidates  should have broad t r a i n 
i n g ,  have demonstrated i n d i v i d u a l  competence i n  c l i n i c a l  a c t i v i t i e s ,  and 
show r e s e a r c h  p o t e n t i a l  i n  t h e  chosen area of i n t e r e s t .  Candidates  responding 
t o  t h i s  announcement w i l l  b e  expected t o  provide  evidence of a s e r i o u s  
i n t e n t  f o r  an academic c a r e e r  r e l a t e d  t o  a r t h r i t i s ,  o r t h o p e d i c s ,  o r  dermatology. 

Awards w i l l  enable  s u c c e s s f u l  c a n d i d a t e s  t o  c o n c e n t r a t e  on a wel l -def ined 
r e s e a r c h  problem r e l a t e d  t o  t h e  f i e l d s  of a r t h r i t i s ,  o r t h o p e d i c s ,  o r  derma
to logy ,  w i t h  a sponsor  ( o r  sponsors)  competent t o  provide  guidance i n  t h e  
chosen problem. Awards w i l l  b e  f o r  up t o  t h r e e  y e a r s  and w i l l  provide 
annual  suppor t  f o r  t h e  s a l a r y  of t h e  awardee (up t o  $25,000) and f o r  r e s e a r c h  
s u p p l i e s ,  equipment, and t r a v e l  (up t o  Sl0,OUO). Awardees w i l l  spend a 
minimum of 75X of t i m e  i n  r e s e a r c h  and must hold a f u l l - t i m e  s t a f f  appoint
ment a t  t h e  sponsoring i n s t i t u t i o n .  

Appl ica t ions  w i l l  receive i n i t i a l  merit review by an N I H  peer  review panel  
and subsequent ly  by t h e  Nat iona l  Advisory A r t h r i t i s ,  Metabolism, and 
D i g e s t i v e  Diseases  Council .  Appl ica t ions  i n  response t o  t h i s  announcement 
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are t o  be rece ived  by February 1, 1977.  It i s  a n t i c i p a t e d  t h a t  s u c c e s s f u l  
a p p l i c a t i o n s  w i l l  be funded p r i o r  t o  September 30 ,  1977. Add i t iona l  
in format ion  and a p p l i c a t i o n  materials can b e  obta ined  from: 

O f f i c e  of t h e  Assoc ia te  D i rec to r  f o r  
Extramural Program A c t i v i t i e s  

Na t iona l  I n s t i t u t e  of A r t h r i t i s ,  Metabolism, 
and Diges t ive  Diseases 

Bethesda, Maryland 20014 
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MULTIPURPOSE ARTHRITIS CENTERS .'". 
NAT IONAL INSTITUTE OF ARTRRTT I s , METABOL ISM ,

AND DIGEST I V t  D I SEAStS  A N N O U N C E M E N T  

The National Institute of Arthritis, Metabolism, and Digestive Diseases 
announces its intent to establish a number of Multipurpose Arthritis Centers 
under authority of Part D of Title IV of the Public Health Service Act as 
amended by the National Arthritis Act of 1974 (P.L. 93-640) (42 USC 289c-6). 
Copiesof the Guidelines are now available. 

A Multipurpose Arthritis Center is defined as a resource which consists 
of the facilities of a single institution or a consortium of cooperating 
institutions through which a group of formally cooperating health personnel 
can be brought together to demonstrate and foster the prompt and effective 
application of available knowledge and the development of urgently needed 
new knowledge. Each Center will have or will develop a program in three 
major fields: education, research, and community-related activities. 

Each Center, in accord with the National Arthritis Act of 1974, shall 
conduct: 

A. 	 Basic and clinical research into the cause, diagnosis, early 

detection, prevention, control, and treatment of arthritis and 

complications resulting from arthritis; 


B. 	 Training programs for physicians and other health and allied 

professionals in current methods of diagnosis, screening and 

early detection, prevention, control, and treatment of arthritis; 


C. 	 Information and continuing education programs for physicians and 

other allied health professionals who provide care for patients with 

arthritis; and 


D. Programs for the dissemination of information to the general public. 


The National Institute of Arthritis, Pietabolism, and Digestive Diseases 
plans to make new awards for Centers during.fisca1 year 1977, contingent 
upon the appropriation and apportionment of funds for this purpose. In 
addition, it is anticipated that, following appropriate peer review of all 
applications submitted, the Institute will be able to make a number of 
awards with consideration given to geographic distribution. 

Applications for Multipurpose Arthritis Center grants must be submitted, 

in accord with the required format, prior to February 1, 1977. Potential 

applicants are requested to submit letters of intent, prior to December 15, 

1976; and are invited to consult with staff of the National Institute of 

Arthritis, Metabolism, and Digestive Diseases prior to the submission of 

an application, to determine if the proposed program meets the criteria 

of a Center. Copies of the Guidelines, application materials, and further 

information may be obtained from: 


Office of the AS60Ciate Director 

for Extramural Program Activities 


National Institute of Arthritis,

Metabolism, and Digestive Diseases 


Bethesda, Maryland 20014 
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STUDIES OF DIABETES MELLITUS AND RELATED PROBLEMS-

REQUEST FOR RESEARCH GRANT APPLICATIONS 


NATIONAL I N S T I T U T E  OF ARTHRITIS,  METABOLISM,

AND DIGESTIVE DISEASES A N N O U N C E M E N T  

The Na t iona l  I n s t i t u t e  of A r t h r i t i s ,  Metabolism, and D i g e s t i v e  Diseases 
of t h e  Na t iona l  I n s t i t u t e s  of Heal th  i n v i t e s  a p p l i c a t i o n s  f o r  r e s e a r c h  
g r a n t s  i n  t h e  g e n e r a l  area of d i a b e t e s  m e l l i t u s  and r e l a t e d  problems. 

I. PROGRAM SPECIFICATIONS 

A.  Program Objec t ives  

Diabe tes  m e l l i t u s  is  a major p u b l i c  h e a l t h  problem i n  t h e  United 
S t a t e s  today. Because of t h e  s e r i o u s  and widespread h e a l t h  problems 
a s s o c i a t e d  w i t h  d i a b e t e s  t h e  Na t iona l  Commission on Diabe te s  
recommended i n  1975, and t h e  Congress approved f o r  f i s c a l  yea r  
1977,  a n  expanded n a t i o n a l  r e s e a r c h  e f f o r t  on t h i s  d i s e a s e .  That 
p l an  recommended an  inc reased  e f f o r t  i n  b a s i c  and c l i n i c a l  r e s e a r c h  
i n t o  t h e  cause ,  c u r e ,  and p reven t ion  of d i a b e t e s  m e l l i t u s  and 
r e l a t e d  endoc r ino log ic  and metabol ic  d i s o r d e r s .  The Na t iona l  
I n s t i t u t e  of A r t h r i t i s ,  Metabolism, and D i g e s t i v e  Diseases c u r r e n t l y  
s u p p o r t s  a v a r i e t y  of b a s i c  and c l i n i c a l  r e s e a r c h  s t u d i e s  r e l a t e d  
t o  d i a b e t e s  and a s s o c i a t e d  problems. A number of  s i g n i f i c a n t  
and v a l u a b l e  advances i n  our knowledge have r e s u l t e d  from t h e s e  
r e s e a r c h  ac t iv i t i e s .  Never the l e s s ,  i t  is clear t h a t  t h e r e  is both  
need and o p p o r t u n i t y  f o r  a d d i t i o n a l  b a s i c  and a p p l i e d  r e s e a r c h  i n  
t h e  area of d i a b e t e s  m e l l i t u s .  

B.  Research Scope 

The emphasis of t h i s  s o l i c i t a t i o n  is upon r e s e a r c h  i n  d i a b e t e s  
and i n  d i a b e t e s - r e l a t e d  a c t i v i t i e s .  A c t i v i t i e s  i d e n t i f i e d  as being  
r e l a t e d  t o  d i a b e t e s  g e n e r a l l y  f a l l  i n t o  one of t h e  fo l lowing  
c a t e g o r i e s :  

1. P r o j e c t s  d i r e c t l y  concerned w i t h  d i a b e t e s ;  
2. 	 P r o j e c t s  d i r e c t l y  concerned w i t h  a d i a b e t e s - r e l a t e d  

endoc r ine  o r  me tabo l i c  d i s o r d e r ;  and 
3 .  	 P r o j e c t s  which are n o t  d i r e c t l y  concerned w i t h  

d i a b e t e s  b u t  which could reasonably  b e  expected t o  
c o n t r i b u t e  t o  t h e  d i a g n o s i s ,  t reatment ,  c u r e ,  o r  
p reven t ion  of d i a b e t e s  o r  a d i abe te s -a s soc ia t ed  
d i s o r d e r .  

These p r o j e c t s  may have t h e i r  r e l a t i o n s h i p  t o  d i a b e t e s  anywhere 
a long  t h e  r e s e a r c h  spectrum, i . e . ,  r e s e a r c h  on e t i o l o g y ,  patho
g e n e s i s ,  epidemiology, d i a g n o s i s ,  and treatment of t h e  d i s e a s e .  

Some areas of r e s e a r c h  i n t e r e s t  are l i s t e d  below. They are not  
l i s t e d  i n  any o r d e r  of p r i o r i t y .  Moreover, these are  examples 
on ly ;  o t h e r  areas of r e sea rch  may occur  t o  t h e  a p p l i c a n t  which 
are r e l a t e d  t o  d i a b e t e s  and which would be a p p r o p r i a t e  t o  t h e  
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scope desc r ibed  above: 

1. 	 S t u d i e s  of t h e  n a t u r e ,  epidemiology, e t i o l o g y ,  patho
g e n e s i s ,  t r ea tmen t ,  and "complications" of d i a b e t e s  m e l l i t u s .  
Such s t u d i e s  may be  approached from any d i s c i p l i n e  a p p r o p r i a t e  
t o  b a s i c  r e s e a r c h ,  c l i n i c a l  i n v e s t i g a t i o n ,  o r  epidemiology. 

2. 	 Bas ic  and c l i n i c a l  s t u d i e s  of t h e  mechanism of hormone a c t i o n  
as i t  relates t o  d i a b e t e s .  S t u d i e s  of i n s u l i n ,  i n s u l i n  c o f a c t o r s ,  
glucagon and o t h e r  hormones such as s o m a t o s t a t i n ,  somatomedin, 
growth hormone and catecholamines,  t o  name b u t  a few, may be  
inc luded ,  b u t  on ly  as they re la te  t o  d i a b e t e s  as de f ined  on 
page 1. I n v e s t i g a t i o n  of t h e  i n t e g r a t e d  a c t i o n  of t h e s e  hormones 
i n  t h e  r e g u l a t i o n  of metabol ic  p rocesses  is a p p r o p r i a t e .  

3 .  	 Basic and c l i n i c a l  s t u d i e s  of normal and abnormal mechanisms 
of b i o s y n t h e s i s  and s e c r e t i o n  of i n s u l i n ,  glucagon, and o t h e r  
hormones as they  relate t o  d i a b e t e s  m e l l i t u s .  

4. 	 S t u d i e s  of f a c t o r s  t h a t  i n f l u e n c e  g lucose  t o l e r a n c e  and r e l a t e d  
hormone s e c r e t i o n  and a c t i o n ,  i nc lud ing  age ,  body weight ,  
n u t r i t i o n ,  and p h y s i c a l  a c t i v i t y ,  t o  name b u t  a few. C l i n i c a l ,  
me tabo l i c ,  n u t r i t i o n a l ,  and epidemiologic s t u d i e s  a l l  o f f e r  
a p p r o p r i a t e  approaches.  

5 .  Research i n t o  t h e  development of new o r  improved techniques
f o r  e s t a b l i s h i n g  t h e  d i a g n o s i s  of d i a b e t e s ,  i n c l u d i n g  t h e  q a t  

development of s a t i s f a c t o r y  and r e l i a b l e  markers of t h e  d i s e a s e .  

6 .  	 S t u d i e s  of normal and abnormal me tabo l i c  r e g u l a t i o n  as they 
relate t o  d i a b e t e s  m e l l i t u s .  

7. 	 Assessment of t h e  r o l e  of v i r u s e s  i n  t h e  e t i o l o g y  of d i a b e t e s ,  
t h e i r  mechanism of a c t i o n ,  and t h e  h o s t - p a r a s i t e  r e l a t i o n s h i p  
de te rmining  t h e i r  d i abe togen ic  a c t i o n .  

8 .  	 Research i n t o  t h e  r o l e  of g e n e t i c  f a c t o r s  i n  d i a b e t e s  m e l l i t u s  
i n c l u d i n g  t h e  i d e n t i f i c a t i o n  of s p e c i f i c  g e n e t i c  markers which 
would i d e n t i f y  i n d i v i d u a l s  who have p red i spos ing  genes f o r  
d i a b e t e s .  Such s t u d i e s  could cons ide r  t h e  g e n e t i c  c h a r a c t e r  of 
j u v e n i l e  and l a t e - o n s e t  d i a b e t e s  m e l l i t u s .  

9. 	 S t u d i e s  of t h e  epidemiology of d i a b e t e s  m e l l i t u s  i nc lud ing  i ts  
preva lence  and inc idence  i n  t h e  popu la t ion  as a whole, as w e l l  
as i n  d i s c r e t e  popu la t ions  w e l l  c h a r a c t e r i z e d  as t o  f a c t o r s  
known t o  be  a s s o c i a t e d  wi th  t h e  d i s e a s e  such as s e x ,  age ,  
n u t r i t i o n a l  p a t t e r n s ,  body weight ,  p h y s i c a l  a c t i v i t y ,  and o t h e r s .  

10. 	 Research i n t o  t h e  r e l a t i o n s h i p  between n u t r i t i o n  and d i a b e t e s ,  
i nc lud ing  t h e  r e l a t i o n s h i p  between d i a b e t e s  and o b e s i t y .  Such 
s t u d i e s  may focus  on n u t r i t i o n  i n  e a r l y  l i f e  as w e l l  as i n  t h e  
a d u l t .  Research i n t o  t h e  r e g u l a t i o n  of a p p e t i t e  and f eed ing  -a%

behavior  w i t h i n  t h e  con tex t  of d i a b e t e s  would b e  a p p r o p r i a t e .  
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11. 	 Research approaches t o  t r a n s p l a n t a t i o n  of t h e  pancreas  o r  
p a n c r e a t i c  islets. (Development of a r t i f i c i a l  dev ices  t o  
monitor  blood g lucose  and admin i s t e r  i n s u l i n  a p p r o p r i a t e l y  
w i l l  b e  supported by a c o n t r a c t  program, b u t  expres s ion  of 
i n t e r e s t  may b e  submi t ted . )  

12.  	 Kesearch i n t o  t h e  n a t u r e ,  e t i o l o g y ,  pa thogenes is ,  and management 
of t h e  microvascular ,  macrovascular ,  and neuro log ic  "complications" 
of t h e  ch ron ic  d i a b e t i c  syndrome. Such s t u d i e s  may assess t h e  
e f f i c a c y  of c o n t r o l  of blood g lucose  on t h e  development of 
t h e s e  ch ron ic ,  l i f e  t h r e a t e n i n g  d i s o r d e r s  i n  t h e  d i a b e t i c .  

13. Research r e l a t i n g  t o  d i a b e t i c  nephropathy. 

14.  	 S t u d i e s  developing o r  u t i l i z i n g  spontaneous o r  induced models 
of d i a b e t e s  i n  experimental  animals ,  d i r e c t e d  toward e l u c i d a t i n g  
t h e  pa thogenes is  of  t h i s  d i s o r d e r  and i t s  "complicat ions."  

The areas of  i n t e r e s t  c i t e d  above are f o r  i l l u s t r a t i v e  purposes  
only ;  o t h e r  s u b j e c t s  w i t h  a c l e a r l y  demonstrable  r e l a t i o n  t o  
d i a b e t e s  can be  conceived. A l l  of t h e s e  s u b j e c t s  may be  approached 
from any d i s c i p l i n e  a p p r o p r i a t e  t o  fundamental  r e s e a r c h ,  c l i n i ca l  
i n v e s t i g a t i o n ,  o r  epidemiology. 

C.  Mechanism of  Support  

The mechanism of suppor t  f o r  t h i s  program w i l l  b e  t h e  gran t - in-a id .  
The on ly  d i f f e r e n c e  between t h i s  and t h e  usua l  t ype  of Na t iona l  
I n s t i t u t e s  of Hea l th  r e s e a r c h  g r a n t  is i n  i t s  s p e c i f i e d  g o a l  
o r i e n t a t i o n .  While i t  is expected t h a t  each s u c c e s s f u l  a p p l i c a n t  
w i l l  p l a n ,  d i r e c t ,  and execu te  h i s  own r e s e a r c h  program, any 
d e p a r t u r e  from d i a b e t e s  and r e l a t e d  endocr ine  and metabol ic  
d i s e a s e  as t h e  p r i n c i p a l  focus  of t h e  program must b e  mutua l ly  
agreed upon by t h e  p a r t i c i p a n t  and t h e  Na t iona l  I n s t i t u t e  of 
A r t h r i t i s ,  Metabolism, and Diges t ive  Diseases. The  regula t ions  
(Code of  Fede ra l  Regula t ions ,  T i t l e  4 2 ,  P a r t  52 and, as a p p l i c a b l e  
t o  t h e  S t a t e  and l o c a l  governments, T i t l e  4 5 ,  P a r t  74) and p o l i c i e s  
which govern t h e  r e sea rch  g r a n t  programs of t h e  Na t iona l  I n s t i t u t e s  
of Heal th  w i l l  p r e v a i l .  

This  program is inc luded  and provided f o r  i n  t h e  f i n a n c i a l  p l ans  
of t h e  Na t iona l  I n s t i t u t e  of A r t h r i t i s ,  Metabolism, and D i g e s t i v e  
Diseases f o r  f i s c a l  yea r  1977. However, t h e  award of  g r a n t s  
pursuant  t o  t h i s  r e q u e s t  f o r  g r a n t  a p p l i c a t i o n s  is con t ingen t  upon 
u l t i m a t e  r e c e i p t  of appropr i a t ed  funds f o r  t h i s  purpose.  

11. METHOD AND CRITERIA OF REVlEW 

A. Review f o r  Program Responsiveness 

It is a n t i c i p a t e d  t h a t  t h e  v a s t  m a j o r i t y  of  a p p l i c a t i o n s  i n  
response  t o  t h i s  r eques t  w i l l  be  ass igned  t o  t h e  Na t iona l  I n s t i t u t e  
of  A r t h r i t i s ,  Metabolism, and Diges t ive  Diseases. I n  t h e  e v e n t ,  
however, t h a t  a p a r t i c u l a r  a p p l i c a t i o n  f i t s  more a p p r o p r i a t e l y  
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w i t h i n  t h e  scope and r e s p o n s i b i l i t y  of another  I n s t i t u t e ,  arrange
ments w i l l  b e  made f o r  assignment t o  t h a t  I n s t i t u t e .  Thus normal *. 
programmatic c o n s i d e r a t i o n s  w i l l  n o t  b e  obvia ted .  

B. Review Procedures  

Proposa ls  i n  response  t o  t h i s  s o l i c i t a t i o n  w i l l  be reviewed on a 
nation-wide b a s i s  i n  compet i t ion  wi th  each o t h e r ,  and i n  accord 
w i t h  t h e  u s u a l  Nat iona l  I n s t i t u t e s  of Heal th  peer  review procedures .  
They w i l l  f i r s t  be  reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  m e r i t  by 
a review group composed most ly  of non-Federal s c i e n t i f i c  
c o n s u l t a n t s  (Study S e c t i o n ) ,  and then  by t h e  Na t iona l  A r t h r i t i s ,  
Metabolism, and Diges t ive  Diseases Advisory Council .  Success fu l  
a p p l i c a n t s  w i l l  b e  n o t i f i e d  a f t e r  mid-August 1977, b u t  p r i o r  t o  
October 1, 1977. The review cr i ter ia  cus tomar i ly  employed by t h e  
Na t iona l  I n s t i t u t e s  of Heal th  f o r  r e g u l a r  r e s e a r c h  g r a n t  app l i ca 
t i o n s  w i l l  p r e v a i l .  

111. METHOD OF APPLYING 

A. Letter of I n t e n t  

P rospec t ive  a p p l i c a n t s  should submit a b r i e f ,  one-page le t ter  
s t a t i n g  t h e i r  i n t e n t  t o  submit an  a p p l i c a t i o n ,  and d e s c r i b i n g  t h e  
gene ra l  area of r e sea rch  t o  be  proposed. The l e t te r  of  i n t e n t  
should b e  submi t ted  not  l a t e r  than  January 1, 1977, t o :  

Diabe tes  Program D i r e c t o r  
Extramural Programs 
Nat iona l  I n s t i t u t e  of A r t h r i t i s ,  

Metabolism, and Diges t ive  Diseases 
Nat iona l  I n s t i t u t e s  of Heal th  
Bethesda,  Maryland 20014 

The I n s t i t u t e  r e q u e s t s  such let ters only  t o  provide  an i n d i c a t i o n  
of  t h e  number and t h e  scope of a p p l i c a t i o n s  which w i l l  r e q u i r e  
cons ide ra t ion .  A l e t te r  of i n t e n t  i s  no t  b inding ,  and i t  w i l l  
n o t  e n t e r  i n t o  t h e  review of any proposa l  subsequent ly  submi t ted .  

B. Format f o r  App l i ca t ions  

Appl ica t ions  should be  submit ted on form N I H  398, which is  t h e  
r e g u l a r  a p p l i c a t i o n  form f o r  t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t ,  and 
which is a v a i l a b l e  i n  t h e  bus iness  o r  g r a n t s  and c o n t r a c t s  o f f i c e  
a t  most academic and r e sea rch  i n s t i t u t i o n s .  The convent iona l  
p r e s e n t a t i o n  i n  format and d e t a i l  f o r  r e g u l a r  g r a n t  a p p l i c a t i o n s  
should b e  u t i l i z e d .  The words "PROPOSAL I N  RESPONSE TO RFA: 
DIABETES, 11/76" must be typed i n  bold l e t te rs  a c r o s s  t h e  top  of 
t h e  face page of t h e  a p p l i c a t i o n .  
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C. 	 Appl i ca t ion  Procedure 

App l i ca t ions  must be  rece ived  by March 1, 1977.  The o r i g i n a l  and 
s i x  cop ie s  of t h e  a p p l i c a t i o n  should b e  s e n t  o r  d e l i v e r e d  t o :  

Appl ica t ion  R e c e i p t  

Divis ion  of Research Grants  

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

Room 240, Westwood Bui ld ing  

Bethesda, Maryland 20014 


It is important  t h a t  a b r i e f  cover ing  l e t te r  accompany t h e  
a p p l i c a t i o n  i n d i c a t i n g  t h a t  i t  is i n  response  t o  t h i s  program 
announcement. A copy of t h e  cover ing  l e t te r  should b e  s e n t  t o :  

Diabe tes  Program D i r e c t o r  

Extramural Programs 

Nat iona l  I n s t i t u t e  of A r t h r i t i s ,  


Metabolism, and Diges t ive  Diseases 
Nat iona l  I n s t i t u t e s  of Heal th  
Bethesda, Maryland 20014 

t o  i n d i c a t e  t h a t  t h e  a p p l i c a t i o n  has been submit ted.  



N I H  Guide f o r  Grants and Contracts 

Vol.  5 ,  No. 20, November 30, 1976 Page F i f t e e n  


SPECIAL DENTAL RESEARCH AWARD A N N O U N C E M E N T  

This  announcement i s  a r e v i s i o n  o f ,  and thus  supe r sedes ,  t h e  announcement 
conta ined  on page 1 9 ,  Vol. 5, No, 2 ,  N I H  Guide for Grants and Contracts. 

The Na t iona l  I n s t i t u t e  of Denta l  Research (NIDR) makes S p e c i a l  Denta l  
Research Awards (SDRA) t o  provide  funds f o r  young s c i e n t i s t s  t o  conduct 
independent i n v e s t i g a t i o n s  du r ing  t h e  e a r l y  s t a g e s  of t h e i r  careers. 
Recently t r a i n e d  sc ien t i s t s  are encouraged t o  s e e k  g r a n t  funds through 
t h i s  award and make t h e i r  c o n t r i b u t i o n s  i n  t h e  expanding f i e l d  of o r a l  
h e a l t h  r e sea rch .  I n v e s t i g a t o r s  w i th  no more than  f o u r  y e a r s  of r e s e a r c h  
exper ience  beyond completion of r e s e a r c h  t r a i n i n g  may apply  f o r  a SDRA 
g r a n t .  

NEW PROVISIONS Appl icants  may con t inue  t o  r e q u e s t  up t o  $10,000 f o r  
s u p p l i e s ,  t e c h n i c a l  s u p p o r t ,  t r a v e l ,  p u b l i c a t i o n s ,  e t c . ,  pe r  y e a r  f o r  
t h r e e  years. Add i t iona l  funds may a l s o  be r eques t ed  t o  pay up t o  50% o f  
t h e  p r i n c i p a l  i n v e s t i g a t o r ' s  s a l a r y  (commensurate wi th  pe rcen t  of e f f o r t ) .  
The t o t a l  d i r e c t  c o s t s ,  however, may no t  exceed $25,000 p e r  y e a r .  Such 
funds cannot b e  used t o  suppor t  t h e s i s  r e s e a r c h ,  nor  t o  supplement p r o j e c t s  
a l r eady  funded by t h e  P u b l i c  Hea l th  S e r v i c e  o r  o t h e r  Fede ra l  agenc ie s .  A l l  
o t h e r  p o l i c i e s  p e r t a i n i n g  t o  N I H  grant-supported r e s e a r c h  p r o j e c t s  apply  t o  
t h e  SDRA program. 

APPLICATION PROCEDURES App l i can t s  should use  t h e  r e g u l a r  r e s e a r c h  g r a n t  
a p p l i c a t i o n  (NIH 398) and w r i t e  "Spec ia l  Dental  Research Award" on t h e  t o p  
of  t h e  f a c e  page. App l i ca t ions  are a v a i l a b l e  a t  i n s t i t u t i o n a l  c e n t r a l  
a p p l i c a t i o n  c o n t r o l  o f f i c e s  ( s e e  Vol. 2 ,  No. 8,  October 26 ,  1 9 7 3 ) .  The  
dead l ines  f o r  submission of a p p l i c a t i o n s  are J u l y  1, November 1, and 
March 1. 

When t h e  SDKA g r a n t  pe r iod  terminates, t h e  i n v e s t i g a t o r  may app ly  f o r  a 
renewal of t h e  g r a n t  f o r  an  a d d i t i o n a l  pe r iod ,  b u t  t h e  g r a n t  w i l l  no longe r  
be considered a special award. Instead, renewal applications w i l l  be 
cons idered  as competing c o n t i n u a t i o n s  of  r e g u l a r  r e s e a r c h  g r a n t s  wi thout  
t h e  f i n a n c i a l  r e s t r i c t i o n s  of t h e  s p e c i a l  g r a n t .  

AREAS OF INTEKEST S p e c i a l  Denta l  Research Awards suppor t  m e r i t o r i o u s  
b a s i c  o r  c l i n i c a l  r e s e a r c h  p r o j e c t s  d i r e c t e d  toward t h e  improvement of o r a l  
and d e n t a l  h e a l t h .  The I n s t i t u t e  encourages i n v e s t i g a t i o n s  on P e r i o d o n t a l  
Disease, Dental  Caries, and Oral S o f t  T i s s u e  Diseases, i n c l u d i n g  herpes  
simplex, aphthous u l c e r s ,  o r a l  tumors, and o t h e r  l e s i o n s .  For example, 
t h e  r e c e n t  f i n d i n g s  t h a t  s p e c i f i c  b a c t e r i a  may cause  c e r t a i n  forms of 
p e r i o d o n t a l  d i s e a s e  need conf i rma t ion  i n  o t h e r  popu la t ion  groups; and 
comprehensive immunology s t u d i e s  should be done on bo th  an imals  and humans 
t o  e l u c i d a t e  t h e  h o s t  response  p a t t e r n  t o  each of  t h e  suspec ted  pathogens. 
S ince  d e n t a l  c a r i e s  r e q u i r e s  b a c t e r i a l  f e rmen ta t ion  of f o o d s t u f f s  on a 
s u s c e p t i b l e  t o o t h ,  caries r e s e a r c h  focuses  on combating t h e  b a c t e r i a ,  
modifying t h e  d i e t , a n d  i n c r e a s i n g  t h e  r e s i s t a n c e  of t h e  t o o t h .  E s p e c i a l l y  
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i n  o r d e r  are p r o j e c t s  on a n t i c a r i e s  vacc ine  development and on t h e  e f f i c a c y  
of a n t i m i c r o b i a l  agen t s .  There is a l s o  a need f o r  proposa ls  r e l a t e d  t o  'I' 

Ora l - f ac i a l  Growth and Development, Malocclusion,  C r a n i o f a c i a l  Anomalies, 
and Acquired Disf igurement .  Such p r o j e c t s  may be  b a s i c  i n  n a t u r e ,  employ
ing  l a b o r a t o r y  approaches,  o r  may c o n s i s t  of  app l i ed  r e sea rch  involv ing  
animals  o r  humans. I n  t h e  f i e l d  of O r o f a c i a l  Pa in ,  t h e r e  is a need f o r  
s t u d i e s  of sensory  responses ,  f e a r  and a n x i e t y ,  and p a i n f u l  cond i t ions  
such as t r igemina l  n e u r a l g i a .  P r o j e c t s  on t h e  S o c i a l  and Behaviora l  
a s p e c t s  of o r a l  d i s e a s e s  are a l s o  i n v i t e d .  Two o t h e r  important  areas of 
i n q u i r y  are t h e  f u n c t i o n  of S p e c i f i c  C o n s t i t u e n t s  of S a l i v a r y  S e c r e t i o n s  
and t h e  r e l a t i o n s h i D  of  N u t r i t i o n  t o  o r a l  h e a l t h  and d i s e a s e .  Of immediate 
importance t o  t h e  NIDR is  t h e  improvement of Dental  F i l l i n g  Materials , 
Adhesive S e a l a n t s ,  M a x i l l o f a c i a l  P r o s t h e t i c  Materials, and t h e  development 
of e f f e c t i v e  Tooth Implants .  
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TITLE - PATHOPHYSIOLOGICAL MECHANISMS INVOLVED I N  THE FORMATION 
OF INFRARED PATTERNS EMITTED BY NORMAL SUBJECTS AND 
PATIENTS WITH BENIGN AND MALIGNANT DISEASES 

SCIENTIFIC PROGRAM REQUIREMENT The Nat iona l  Cancer I n s t i t u t e  (NCI) 
i s  accept ing  a p p l i c a t i o n s  f o r  suppor t  of r e s e a r c h  p r o j e c t s  t o  s tudy  t h e  b a s i s  
f o r  t h e  p a t t e r n s  of  i n f r a r e d  emission from t h e  human body s u r f a c e .  F a c t o r s  
a f f e c t i n g  v a r i a t i o n s  of  t h o s e  p a t t e r n s  i n  normal s u b j e c t s  r e q u i r e  e l u c i d a t i o n  
along w i t h  t h e  i d e n t i f i c a t i o n  of t h e  n a t u r e  of changing i n f l u e n c e s  upon t h o s e  
p a t t e r n s  i n  benign and mal ignant  d i s e a s e s .  S p e c i f i c a l l y ,  t h e  s tudy  could 
p r o f i t a b l y  c o n c e n t r a t e  on t h e  i n f r a r e d  emission p a t t e r n s  from t h e  human female 
b r e a s t  because d e t e c t i o n  of b r e a s t  a b n o r m a l i t i e s  is t h e  most common a p p l i c a 
t i o n  of thermographic examination. 

SIGNIFICANCE TO NCI PROGRAM GOALS Thermography is  r e c e i v i n g  c o n s i d e r a b l e  
a t t e n t i o n  a t  t h e  p r e s e n t  time as a p o s s i b l e  means t o  d e t e c t  e a r l y  cancer ,  
p a r t i c u l a r l y  b r e a s t  cancer .  It is  t h e  t h i r d  method, i n  a d d i t i o n  t o  X-ray 
mammography and p h y s i c a l  examinat ion,  used f o r  b r e a s t  cancer  sc reening .  
The r e s u l t s  of p r e s e n t  e f f o r t s  t o  e v a l u a t e  t h e  e f f e c t i v e n e s s  of 
thermography as a s c r e e n i n g  mode f o r  b r e a s t  cancer  vary  widely.  Cdrrent-y, 
t h e  i n t e r p r e t a t i o n  of thermograms appears  t o  be  extremely d i f f i c u l t  
t o  s t a n d a r d i z e .  Therefore  i t  i s  g e n e r a l l y  agreed t h a t  b a s i c  knowledge must 
be  improved about  t h e  under ly ing  pa thophys io logica l  mechanisms r e s p o n s i b l e  
f o r  t h e  i n f r a r e d  emission p a t t e r n s .  Conceivably such informat ion  could l e a d  
t o  improved cancer  d e t e c t i o n  by thermography and a l l o w  t h a t  mode t o  assume a 
more important  r o l e  i n  t h e  d e t e c t i o n  p r o t o c o l s .  

APPLICATION REQUIREMENTS 

1. ELIGIBILITY  Nonprofi t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  S t a t e  and l o c a l  
governments and t h e i r  a g e n c i e s ,  au thor ized  F e d e r a l  i n s t i t u t i o n s ,  and i n d i v i d 
u a l s  according t o  N I H  g r a n t s  p o l i c i e s .  

2. THE APPLICATION Appl icants  should propose an  i n d i v i d u a l  p ro j ec t  . A p p l i 
c a n t s  may e l a b o r a t e  on t h e  purposes ,  o b j e c t i v e s ,  r a t i o n a l e ,  and s i g n i f i c a n c e  
s t a t e d  i n  t h i s  announcement and must complete p o r t i o n s  of t h e  a p p l i c a t i o n s  
p e r t a i n i n g  t o  procedura l  d e t a i l s ,  t h e  i n v e s t i g a t o r ’ s  r e l a t e d  exper ience ,  
f a c i l i t i e s  a v a i l a b l e ,  budgets ,  and b i o g r a p h i c a l  in format ion  f o r  key profes
s i o n a l  personnel .  The a p p l i c a t i o n  should a l s o  s t a t e  t h e  d u r a t i o n  of time f o r  
which t h e  suppor t  is reques ted .  It is  a n t i c i p a t e d  t h a t  t h e  p r o j e c t  per iod  
w i l l  n o t  exceed t h r e e  y e a r s .  

3 .  	 SUBMISSION Use t h e  s t a n d a r d  r e s e a r c h  g r a n t  a p p l i c a t i o n  form N I H  398.  
I n  both t h e  covering l e t te r  and a t  t h e  top  of t h e  space  provided f o r  a n-
a b s t r a c t  on page 2 of t h e  a p p l i c a t i o n ,  i d e n t i f y  t h i s  CREG announcement by 
i t s  t i t l e  and t h e  number DCBD-003 and t h e  d a t e  of p u b l i c a t i o n  as t h e  one t o  
which t h e  a p p l i c a t i o n  responds.  Mail t h e  a p p l i c a t i o n  and l e t t e r  t o  Div is ion  
of Research Grants ,  Nat iona l  I n s t i t u t e s  of  H e a l t h ,  Bethesda, Maryland 20014. 
If your i n s t i t u t i o n  cannot  supply  you with  form N I H  398, i t  may b e  reques ted  
from t h e  Div is ion  of  Research Grants .  
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4. RECEIPT DATE A p p l i c a t i o n s  r ece ived  on o r  b e f o r e  June 1, 1977, w i l l  be 
processed f o r  s t u d y  s e c t i o n  review i n  October 1977 and f o r  t h e  Na t iona l  Cancer + 

Advisory Board review i n  January  1978. 

REVIEW 


Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be  reviewed by t h e  Div i s ion  of Research 

Grants  (DRG) and N C I  s t a f f  f o r  r e spons iveness  t o  t h i s  announcement. I f  an 

a p p l i c a t i o n  i s  judged unrespons ive  t h e  a p p l i c a n t  w i l l  b e  g iven  an oppor tun i ty  

t o  withdraw t h e  a p p l i c a t i o n  o r  t o  submit i t  f o r  c o n s i d e r a t i o n  i n  t h e  t r a d i  

t i o n a l  g r a n t  programs of N I H .  App l i ca t ions  judged r e spons ive  w i l l  be  reviewed 

i n i t i a l l y  f o r  s c i e n t i f i c  m e r i t  by DRG s tudy  s e c t i o n s  and secondly  by the 

Nat iona l  Cancer Advisory Board. 


DRG w i l l  n o t  a c c e p t  an  a p p l i c a t i o n  i n  response  t o  a CREG announcement t h a t  

is i d e n t i c a l  t o  one concur ren t ly  being cons idered  by N C I  o r  o t h e r  N I H  awarding 

u n i t s .  


For f u r t h e r  in format ion  p o t e n t i a l  a p p l i c a n t s  may c o n t a c t  D r .  I r v i n  C.  Plough, 

(301) 496-3251, D iv i s ion  of Cancer Biology and Diagnos is ,  Na t iona l  Cancer 

I n s t i t u t e  . 
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TITLE - EFFECTS OF NEW ANTICANCER DRUGS ON THE CELL CYCLE 

SCIENTIFIC PROGRAM REQUIREVENT The Nat iona l  Cancer I n s t i t u t e  (NCI) 
is  accept ing  a p p l i c a t i o n s  f o r  suppor t  of r e s e a r c h  p r o j e c t s  on t h e  c e l l  b io logy  
of new a n t i c a n c e r  drugs.  The o b j e c t i v e  of t h i s  r e s e a r c h  is t o  c h a r a c t e r i z e  
t h e  ce l l  c y c l e  e f f e c t s  of  new a n t i c a n c e r  drugs used s i n g l y  and i n  combination 
t h e r a p i e s  and t o  provide  informat ion  which may a l low t h e  opt imal  c l i n i c a l  
u s e  of t h e  drugs  o r  i t s  analogs.  The approach and methods are t o  be s p e c i f i e d  
by t h e  a p p l i c a n t .  Examples of t h e  k i n d s  of in format ion  t h a t  may be  v a l u a b l e  
are t h e  c y c l e  and phase s e n s i t i v i t y  of ce l l s  t o  t h e i r  c y t o c i d a l  a c t i v i t y ,  
t ime and c o n c e n t r a t i o n  dependence on t h e i r  c y t o c i d a l  a c t i v i t y ,  and c y c l e  
progress ion  e f f e c t s  i n  c e l l  c u l t u r e  and i n  v ivo .  The new drugs t o  b e  s t u d i e d  
are  t o  b e  s e l e c t e d  from among those  i n  Phase I c l i n i c a l  t r i a l s  o r  t h o s e  
c u r r e n t l y  being developed f o r  c l i n i c a l  t r i a l s  by t h e  Div is ion  of Cancer Trea t 
ment (DCT). This  in format ion  w i l l  b e  made a v a i l a b l e ,  upon r e q u e s t ,  from t h e  
DCT. I t  i s  expected t h a t  new drugs  s e l e c t e d  from development by DCT, dur ing  
t h e  g r a n t  per iod ,  may a lso b e  t h e  s u b j e c t  of s tudy .  The a p p l i c a n t  may s p e c i f y  
t h e  drugs t o  b e  s t u d i e d  b u t  is  n o t  ob l iged  t o  do  so .  The DCT w i l l  p rovide  
t h e  g r a n t e e  w i t h  s u p p l i e s  of  drugs  reques ted  whenever p o s s i b l e .  Progress  
r e p o r t s  w i l l  b e  submit ted t o  t h e  Program D i r e c t o r  every six months d e s c r i b i n g  
i n t e r i m  r e s u l t s  of s t u d i e s  on each drug.  

SIGNIFICANCE TO NCI PROGRAM GOALS A s  promising new a n t i c a n c e r  d r u g s  are 
discovered and developed f o r  c l i n i c a l  t r ia ls  a knowledge of t h e i r  c e l l  c y c l e  
p r o p e r t i e s  is important .  The a p p l i c a t i o n  of t h i s  in format ion  t o  i t s  opt imal  
u s e  i n  c l i n i c a l  t r ia ls  is  t h e  g o a l  of t h i s  r e s e a r c h .  The informat ion  r e s u l t i n g  
from t h i s  r e s e a r c h  could be of v a l u e  f o r  t h e  d e s i g n  of c l i n i c a l  p r o t o c o l s  and 
as a guide  t o  t h e  d e s i g n  of i n v e s t i g a t i o n s  i n  c l i n i c a l  pharmacology. 

APPLICATION REQUIREMENTS 

1. ELIGIBILITY  Nonprofi t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  S t a t e  and l o c a l  
governments and t h e i r  agencies ,  au thor ized  F e d e r a l  i n s t i t u t i o n s ,  and i n d i v i d 
u a l s  according t o  N I H  g r a n t s  policies. 

2 .  THE APPLICATION A p p l i c a n t s  should propose an i n d i v i d u a l  p r o j e c t .  Appli
c a n t s  may e l a b o r a t e  on t h e  purposes ,  o b j e c t i v e s ,  r a t i o n a l e ,  and s i g n i f i c a n c e  
s t a t e d  i n  t h i s  announcement and must complete p o r t i o n s  of t h e  a p p l i c a t i o n  
p e r t a i n i n g  t o  procedura l  d e t a i l s ,  t h e  i n v e s t i g a t o r ' s  r e l a t e d  exper ience ,  
f a c i l i t i e s  a v a i l a b l e ,  budgets ,  and b i o g r a p h i c a l  in format ion  f o r  key personnel .  
The a p p l i c a t i o n  should a l s o  state t h e  d u r a t i o n  of time f o r  which t h e  suppor t  
is requested.  

3 .  	 SUBMISSION U s e  t h e  s t a n d a r d  r e s e a r c h  g r a n t  a p p l i c a t i o n  form N I H  398.  
I n  both  t h e  covering l e t t e r  - a t  t h e  top  of t h e  space provided f o r  anand 
a b s t r a c t  on page 2 of t h e  a p p l i c a t i o n ,  i d e n t i f y  t h i s  CREG announcement by i t s  
t i t l e  and t h e  number DCT-6 and t h e  d a t e  of p u b l i c a t i o n  as  t h e  one t o  which 
t h e  a p p l i c a t i o n  responds.  Mail t h e  a p p l i c a t i o n  and l e t t e r  t o  Div is ion  of 
Research Grants ,  Nat iona l  I n s t i t u t e s  of Heal th ,  Bethesda, Maryland 20014. 
I f  your i n s t i t u t i o n  cannot  supply you wi th  form N I H  398,  i t  may be  reques ted  
from t h e  Div is ion  of Research Grants .  
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4 .  RECEIPT DATE Appl i ca t ions  r ece ived  on o r  be fo re  June 1, 1977, w i l l  be  
processed f o r  s tudy  s e c t i o n  review i n  October 1977 and f o r  t h e  Na t iona l  
Cancer Advisory Board review i n  January  1978. 

REVIEW 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be reviewed by t h e  D i v i s i o n  of Research 

Gran t s  (DRG) and N C I  s t a f f  f o r  respons iveness  t o  t h i s  announcement. I f  a n  

a p p l i c a t i o n  is judged unrespons ive ,  t h e  a p p l i c a n t  w i l l  b e  g iven  an  oppor tun i ty  

t o  withdraw the a p p l i c a t i o n  o r  t o  submit i t  f o r  c o n s i d e r a t i o n  i n  t h e  t r a d i  

t i o n a l  g r a n t  programs of NIH. App l i ca t ions  judged r e spons ive  w i l l  b e  reviewed 

i n i t i a l l y  f o r  s c i e n t i f i c  merit by DRG s tudy  s e c t i o n s  and secondly  by t h e  

Nat iona l  Cancer Advisory Board. 


DRG w i l l  n o t  a c c e p t  an  a p p l i c a t i o n  i n  response  t o  a CREG announcement t h a t  is  

i d e n t i c a l  t o  one c o n c u r r e n t l y  being cons idered  by N C I  o r  o t h e r  N I H  awarding 

u n i t s .  


For f u r t h e r  i n fo rma t ion ,  p o t e n t i a l  a p p l i c a n t s  may c o n t a c t  D r .  Saul  Schepar tz ,  

(301) 496-6404,  D i v i s i o n  of Cancer Treatment,  Na t iona l  Cancer I n s t i t u t e .  
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TITLE - RESEARCH TEAMS FOR ANTITUMOR DRUG DEVELOPMENT 

SCIENTIFIC PROGRAM REQUIRhMENT The Nat iona l  Cancer I n s t i t u t e  (NCI) 
is  accept ing  a p p l i c a t i o n s  f o r  suppor t  of r e s e a r c h  p r o j e c t s  t h a t  r e p r e s e n t  a 
coord ina ted  m u l t i d i s c i p l i n a r y  approach t o  t h e  development of an t i tumor  drugs .  
The work would be conducted by an  accomplished team of e s t a b l i s h e d  s c i e n t i f i c  
i n v e s t i g a t o r s .  P re fe rence  w i l l  be  g iven  t o  t h e  development of novel drugs  
and/or  drug-analog series d i f f e r i n g  i n  s t r u c t u r e  from e x i s t i n g  c l i n i c a l l y  
u s e f u l  cancer  chemotherapeutic agen t s .  The purpose of t h e s e  s t u d i e s  i s  
t o  develop new and p o t e n t i a l l y  more e f f e c t i v e  an t i tumor  a g e n t s  by t h e  app l i ca 
t i o n  of novel  concep tua l  approaches n o t  c u r r e n t l y  under i n v e s t i g a t i o n  i n  
ongoing NCI-supported c o l l a b o r a t i v e  r e s e a r c h  programs. 

Proposa ls  from groups w i t h  m u l t i d i s c i p l i n a r y  c a p a b i l i t i e s  are  d e s i r e d .  These 
groups should c o n s i s t  of a t  l eas t  two expe r i encedresea rch  s c i e n t i s t s  i n  
s y n t h e t i c  med ic ina l  chemis t ry ,  a suppor t ing  i n v e s t i g a t o r  i n  pharmacology w i t h  
e x p e r t i s e  i n  b i o l o g i c a l  t e s t i n g  and sc reen ing  techniques  f o r  an t i tumor  
a c t i v i t y ,  and a n  a d d i t i o n a l  i n v e s t i g a t o r  w i th  exper ience  i n  mode of a c t i o n  
s t u d i e s ,  e.g.  molecular  pharmacologist ,  b iochemis t ,  etc.  

The choice  and development of s c reen ing  systems ( i n  v i v o ,  i n  v i t r o ,  biochemi
tal, e t c . )  employed f o r  i n i t i a l  e v a l u a t i o n  of an t i tumor  a c t i v i t y  is o p t i o n a l  
and is l e f t  t o  the d i s c r e t i o n  of t h e  i n d i v i d u a l  i n v e s t i g a t o r .  I n  t h e  even t  
t h a t  promising a g e n t s  are developed under t h i s  p r o j e c t ,  t h e  Div i s ion  of Cancer 
Treatment (DCT) is  prepared t o  e n t e r  i n t o  a mutua l ly  a g r e e a b l e  a r range
ment t o  assist i n  t h e  f u r t h e r  development of t h e s e  a g e n t s  f o r  c l i n i c a l  t r i a l .  
T h i s  i n c l u d e s  1argeFscale an t i t umor  t e s t i n g  i n  c u r r e n t l y  used N C I  
s c reen ing  systems, l a r g e - s c a l e  p r e p a r a t i o n  of bu lk  d rug ,  c l i n i c a l  fo rmula t ion  
and l a r g e  animal t o x i c o l o g i c a l  e v a l u a t i o n  as a necessa ry  pre lude  t o  t h e  
p r e p a r a t i o n  of an  I n v e s t i g a t i o n a l  New Drug App l i ca t ion  (INDA) and subsequent 
c l i n i c a l  t r i a l .  

A semi-annual r e p o r t  summarizing t h e  r e s e a r c h  p rogres s  on t h i s  p r o j e c t  w i l l  
be t r a n s m i t t e d  t o  t h e  DCT Program D i r e c t o r  f o r  t h i s  announcement. 

SIGNIFICANCE TO NCI PROCRAM GOALS This  p r o j e c t  i s  h i g h l y  relevant t o  
the program o b j e c t i v e s  of t h e  DCT. The emphasis is  d i r e c t e d  toward t h e  
s o l i c i t a t i o n  of novel  concep tua l  approaches i n  t h e  r a t i o n a l  des ign ,  s y n t h e s i s ,  
and development of compounds n o t  p rev ious ly  a s ses sed  f o r  an t i tumor  a c t i v i t y .  
It is  hoped t h a t  t h e  u s e  of t h i s  m u l t i d i s c i p l i n a r y  t e a m  approach should h e l p  
t o  ach ieve  a h igh ly  e f f e c t i v e  and e f f i c i e n t  mechanism f o r  t h e  more r a p i d  
i n t r o d u c t i o n  i n t o  t h e  c l i n i c  of a g e n t s  r e p r e s e n t i n g  new s t r u c t u r e s  and c l a s s e s  
as w e l l  as broader spectra of an t i t umor  a c t i v i t i e s .  

APPLICATION REQUIREMENTS 

1. ELIGIBILITY  Nonprof i t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  S t a t e  and l o c a l  
governments and t h e i r  agenc ie s ,  au tho r i zed  Fede ra l  i n s t i t u t i o n s ,  and ind iv id 
u a l s  according t o  N I X  g r a n t s  p o l i c i e s .  

2 .  THE APPLICATION Appl i can t s  should propose a program p r o j e c t .  App l i can t s  
may e l a b o r a t e  on t h e  purposes,  o b j e c t i v e s ,  r a t i o n a l e  and s i g n i f i c a n c e  s t a t e d  
i n  t h i s  announcement and must complete p o r t i o n s  of t h e  a p p l i c a t i o n  p e r t a i n i n g  
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t o  r a t i o n a l e  and d e s c r i p t i o n s  of s p e c i f i c  p r o j e c t s  inc luding  procedura l  
d e t a i l s ,  t h e  i n v e s t i g a t o r s '  related exper ience ,  f a c i l i t i e s  a v a i l a b l e ,  
budgets ,  and b i o g r a p h i c a l  in format ion  f o r  key p r o f e s s i o n a l  personnel .  The 
a p p l i c a t i o n  should a l s o  s t a t e  t h e  d u r a t i o n  of time f o r  which t h e  suppor t  i s  
requested.  It is  a n t i c i p a t e d  t h a t  t h e  p r o j e c t  per iod w i l l  n o t  exceed. t h r e e  
yea r s .  

3. 	 SUBMISSION U s e  t h e  s tandard  r e s e a r c h  g r a n t  a p p l i c a t i o n  form N I H  398. 
andI n  both  t h e  covering le t ter  -a t  t h e  top of t h e  space  provided f o r  an 

a b s t r a c t  on page 2 of t h e  a p p l i c a t i o n ,  i d e n t i f y  t h i s  CREG announcement by 
i t s  t i t l e  and t h e  number DCT-4 and t h e  d a t e  of p u b l i c a t i o n  as t h e  one t o  
which t h e  a p p l i c a t i o n  responds.  Mail  t h e  a p p l i c a t i o n  and le t ter  t o  Div is ion  
of Research Grants ,  N a t i o n a l  I n s t i t u t e s  of Heal th ,  Bethesda, Maryland 20014. 
I f  your i n s t i t u t i o n  cannot  supply you wi th  form N I H  398, i t  may be  reques ted  
f r o m  t h e  Div is ion  of Research Grants .  

4. 	 RECEIPT DATE A p p l i c a t i o n s  r e c e i v e d  on o r  b e f o r e  June  1, 1977, w i l l  be  
processed f o r  s t u d y  s e c t i o n  review i n  October 1977 and t h e  Nat iona l  Cancer 
Advisory Board R e v i e w  i n  January 1978. 

REV IEW 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be reviewed by t h e  Div is ion  of Research 
Grants  (DRG) and N C I  s t a f f  f o r  respons iveness  t o  t h i s  announcement. I f  
an a p p l i c a t i o n  is  judged unresponsive,  t h e  a p p l i c a n t  w i l l  be  g iven  a n  
oppor tuni ty  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  submit i t  f o r  c o n s i d e r a t i o n  
i n  t h e  t r a d i t i o n a l  g r a n t  programs of N I H .  Appl ica t ions  judged respons ive  
w i l l  be  reviewed i n i t i a l l y  for s c i e n t i f i c  m e r i t  by DRG s tudy  s e c t i o n s  and 
secondly by t h e  N a t i o n a l  Cancer Advisory Board. 

DRG w i l l  n o t  a c c e p t  a n  a p p l i c a t i o n  i n  response  t o  a CREG announcement 
t h a t  is  i d e n t i c a l  t o  one c o n c u r r e n t l y  being considered by N C I  o r  o t h e r  
N I H  awarding u n i t s .  

For f u r t h e r  in format ion ,  p o t e n t i a l  a p p l i c a n t s  may c o n t a c t  D r .  Saul  Schepaxtz,  
(301) 496-6404, D i v i s i o n  of  Cancer Treatment,  Nat iona l  Cancer I n s t i t u t e .  
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TITLE - STUDIES OF POPULATIONS AT LOW RISK FOR CANCER 

SCIENTIFIC PROGRAM REQUIREVENT The Nat iona l  Cancer I n s t i t u t e  (NCI) 
is  accept ing  g r a n t  a p p l i c a t i o n s  f o r  support  of epidemiologic  r e s e a r c h  p r o j e c t s  
on human popula t ions  w i t h  low cancer  r i s k s .  The purpose of t h i s  announcement 
is t o  encourage i n v e s t i g a t o r s  t o  conduct d e s c r i p t i v e  and a n a l y t i c  s t u d i e s  
of groups of people w i t h  cancer  inc idence  and m o r t a l i t y  rates s i g n i f i c a n t l y  
below expected rates.  Such groups o r  popula t ions  may be l o c a t e d  anywhere 
i n  t h e  world. S t u d i e s  should b e  d i r e c t e d  toward a clear i d e n t i f i c a t i o n  of 
t h e  popula t ion  a t  r i s k ,  a n  a c c u r a t e  estimate of t h e  r i s k ,  and a s e a r c h  f o r  
f a c t o r s  which w i l l  e x p l a i n  t h i s  low r i s k .  The r i s k  may b e  r e l a t e d  t o  a s i n g l e  
cancer  s i t e  o r  t o  m u l t i p l e  types  of cancer .  Curren t  in format ion  i n d i c a t e s  
t h a t  several f a c t o r s  may be  r e l a t e d  t o  low r i s k ,  such as age ,  sex, race, 
g e n e t i c s ,  r e l i g i o u s  p r a c t i c e s ,  d i e t ,  n u t r i t i o n a l  s t a t u s ,  socioeconomic s t a tus , ,  
count ry  of  b i r t h ,  p l a c e  of res idence ,  occupat ion and b e h a v i o r a l  h a b i t s .  
Analy t ic  s t u d i e s  should i n c l u d e  tests f o r  t h e  presence  o r  absence of known 
r i s k  f a c t o r s  a s s o c i a t e d  wi th  s p e c i f i c  t y p e s  of  cancer .  

SIGNIFICANCE TO NCI PROGRAM GOALS I n  our  e f f o r t s  t o  i d e n t i f y  t h e  
causes  of cancer  and prevent  t h e  d i s e a s e ,  i t  may be  p o s s i b l e  t o  l e a r n  as 
much about  cancer  e t i o l o g y  by s tudying f a c t o r s  l e a d i n g  t o  low r i s k s  as by 
s tudying h igh- r i sk  f a c t o r s .  The r e s u l t i n g  sets of in format ion  should be 
complimentary and r e i n f o r c e  each o t h e r  i n  t e s t i n g  e t i o l o g i c  hypotheses.  
It is  a l s o  p o s s i b l e  t h a t  new e t i o l o g i c  f a c t o r s  may b e  i d e n t i f i e d  i n  t h e s e  
s t u d i e s .  The a c c u r a t e  measurement of unusua l ly  low cancer  inc idence  and 
m o r t a l i t y  rates i n  c e r t a i n  def ined  popula t ions  w i l l  add t o  our  knowledge 
of t h e  b a s i c  cancer  problem and w i l l  a l l o w  improved e s t i m a t e s  of r i s k s  
a t t r i b u t a b l e  t o  h o s t  and environmental  f a c t o r s .  Recogni t ion of t h e  t r u e  
magnitude of a t t r i b u t a b l e  r i s k s  may lead  t o  measures f o r  cancer  prevent ion  
and c o n t r o l .  

APPLICATION REQUIREMENTS 

1. ELIGIBILITY  Nonprofi t  o r g a n i z a t i o n s  and institutions, S t a t e  and l o c a l  
governments and t h e i r  a g e n c i e s ,  a u t h o r i z e d  F e d e r a l  i n s t i t u t i o n s ,  and i n d i v i d 
u a l s  according t o  N I H  g r a n c s  p o l i c i e s .  

2 .  THE APPLICATION Appl icants  should propose a n  i n d i v i d u a l  p r o j e c t .  
Appl icants  may e l a b o r a t e  on t h e  purposes,  o b j e c t i v e s ,  r a t i o n a l e ,  and s i g 
n i f i c a n c e  s t a t e d  i n  t h i s  announcement and must complete p o r t i o n s  of t h e  
a p p l i c a t i o n s  p e r t a i n i n g  t o  procedura l  d e t a i l s ,  t h e  i n v e s t i g a t o r ' s  r e l a t e d  
exper ience ,  f a c i l i t i e s  a v a i l a b l e ,  budgets ,  and b i o g r a p h i c a l  in format ion  
f o r  key p r o f e s s i o n a l  personnel .  The a p p l i c a t i o n  should a l s o  state t h e  
d u r a t i o n  of time f o r  which t h e  suppor t  i s  reques ted .  It is a n t i c i p a t e d  
t h a t  t h e  p r o j e c t  per iod  w i l l  n o t  exceed f i v e  y e a r s .  

3 .  	 SUBMISSION Use t h e  s tandard  r e s e a r c h  g r a n t  a p p l i c a t i o n  form N I H  398. 
andI n  both  t h e  covering l e t te r  -a t  top  of t h e  space  provided f o r  a n  a b s t r a c t  

on page 2 of t h e  a p p l i c a t i o n ,  i d e n t i f y  t h i s  CREG announcement by i t s  t i t l e  
and t h e  number DCCP-31 and t h e  d a t e  of p u b l i c a t i o n  as t h e  one t o  which 
:he a p p l i c a t i o n  responds.  Mail t h e  a p p l i c a t i o n  and l e t t e r  t o  Div is ion  
of Research Grants ,  Nat iona l  I n s t i t u t e s  of Heal th ,  Bethesda, Maryland 20014. 
I f  your i n s t i t u t i o n  cannot supply you wi th  form N I H  398, i t  may be  reques ted  
from t h e  D i v i s i o n  of Research Grants .  
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4 .  RECEIPT DATE A p p l i c a t i o n s  rece ived  on o r  be fo re  J u n e  1, 1977, w i l l  be 
processed f o r  s tudy  s e c t i o n  review i n  October 1977 and f o r  t h e  Nat iona l  
Cancer Advisory Board rev iew i n  January  1978. 

REVIEW 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  b e  reviewed by t h e  Div i s ion  of Research 

Grants  (DRG) and N C I  s t a f f  f o r  r e spons iveness  t o  t h i s  announcement. I f  an  

a p p l i c a t i o n  is  judged unrespons ive ,  t h e  a p p l i c a n t  w i l l  be g iven  a n  oppor tun i ty  

t o  withdraw t h e  a p p l i c a t i o n  o r  t o  submit i t  f o r  c o n s i d e r a t i o n  i n  t h e  t r a d i  

t i o n a l  g r a n t  programs of N I H .  App l i ca t ions  judged respons ive  w i l l  be reviewed 

i n i t i a l l y  f o r  s c i e n t i f i c  m e r i t  by DRG s tudy  s e c t i o n s  and secondly by t h e  

Nat iona l  Cancer Advisory Board. 


DRG w i l l  no t  a c c e p t  an  a p p l i c a t i o n  i n  response  t o  a CREG announcement 

t h a t  is  i d e n t i c a l  t o  one concur ren t ly  being cons idered  by N C I  o r  o t h e r  

N I H  awarding u n i t s .  


For f u r t h e r  in format ion  p o t e n t i a l  a p p l i c a n t s  may c o n t a c t  D r .  James L.  Murray, 

(301) 496-3116, Room C505, Landow Bui ld ing ,  D iv i s ion  of Cancer Cause and 

Prevent ion ,  Na t iona l  Cancer I n s t i t u t e ,  Bethesda, Maryland 20014. 
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TITLE: MECHANISM OF ACTION OF NEW ANTICANCER DRUGS 

SCIENTIFIC PROGRAM REQUIREMENT The Na t iona l  Cancer I n s t i t u t e  (NCI) 
is  accep t ing  a p p l i c a t i o n s  f o r  suppor t  of r e s e a r c h  p r o j e c t s  on t h e  mechanism 
of a c t i o n  of new a n t i c a n c e r  d rugs .  The o b j e c t i v e  of t h i s  r e s e a r c h  i s  t o  
c h a r a c t e r i z e  t h e  biochemical a c t i v i t i e s  of new a n t i c a n c e r  drugs  and t o  
provide  informat ion  which may a l l o w  t h e  op t ima l  c l i n i c a l  u s e  of t h e  drug 
o r  i t s  ana logs .  The approach and methods are t o  be s p e c i f i e d  by t h e  app l i 
c a n t .  The n e w  drugs  t o  be s t u d i e d  are t o  be s e l e c t e d  from among t h o s e  i n  
Phase I c l i n i c a l  t r i a l s  o r  t hose  c u r r e n t l y  being developed f o r  c l i n i c a l  
t r ials by t h e  Div i s ion  of Cancer Treatment (DCT). T h i s  in format ion  w i l l  
be made a v a i l a b l e ,  upon r e q u e s t ,  from t h e  DCT. It is expected t h a t  new 
drugs  s e l e c t e d  f o r  development by DCT, du r ing  t h e  g r a n t  pe r iod ,  may a l s o  
b e  t h e  s u b j e c t  of s tudy .  The a p p l i c a n t  may s p e c i f y  t h e  drugs  t o  b e  s t u d i e d  
but  i s  n o t  ob l iged  t o  do so.  The DCT w i l l  p rov ide  t h e  g r a n t e e s  wi th  
s u p p l i e s  of d rugs  r eques t ed  whenever p o s s i b l e .  P rogres s  r e p o r t s  w i l l  b e  
submitted t o  t h e  Program D i r e c t o r  every  six months d e s c r i b i n g  i n t e r i m  
r e s u l t s  of s t u d i e s  on each  drug. It is  a n t i c i p a t e d  t h a t  s e v e r a l  g r a n t s  
w i l l  be awarded. 

SIGNIFICANCE TO NCI PROGRAM GOALS A s  promising new a n t i c a n c e r  d rugs  
are d i scove red  and developed � o r  c l i n i c a l  t r ials a knowledge of t h e i r  
membrane t r a n s p o r t  p rocesses ,  biochemical t r ans fo rma t ion  ( l ead ing  t o  
a c t i v a t i o n  o r  i n a c t i v a t i o n ) ,  r e c e p t o r  s i t e  i n t e r a c t i o n s ,  and e f f e c t s  on 
t h e  molecular  b io logy  of t h e  c e l l  is impor tan t .  The a p p l i c a t i o n  of t h i s  
in format ion  t o  their  op t ima l  u s e  i n  c l i n i c a l  t r ials is t h e  g o a l  of t h i s  

v' 	 r e sea rch .  The in fo rma t ion  r e s u l t i n g  from t h i s  r e s e a r c h  could be of v a l u e  
f o r  t h e  des ign  of c l i n i c a l  p r o t o c o l s ,  and as a gu ide  t o  t h e  des ign  of 
i n v e s t i g a t i o n s  i n  c l i n i c a l  pharmacology. 

APPLICATION REQUIREMENTS 

1. 	 ELIGIBILITY  Nonprof i t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  S t a t e  and l o c a l  
governments and t h e i r  agenc ie s ,  au tho r i zed  F e d e r a l  i n s t i t u t i o n s ,  and i n d i v i d 
u a l s  accord ing  t o  N I H  g r a n t s  po l i c i e s .  

2. THE APPLICATION Appl i can t s  should propose a n  i n d i v i d u a l  p r o j e c t .  Appli
c a n t s  may e l a b o r a t e  on t h e  purposes,  o b j e c t i v e s ,  r a t i o n a l e ,  and s i g n i f i c a n c e  
s t a t e d  i n  t h i s  announcement and must complete p o r t i o n s  of t h e  a p p l i c a t i o n  
p e r t a i n i n g  t o  p rocedura l  d e t a i l s ,  t h e  i n v e s t i g a t o r ' s  r e l a t e d  expe r i ence ,  
f a c i l i t i e s  a v a i l a b l e ,  budgets,  and b i o g r a p h i c a l  i n fo rma t ion  f o r  key p ro fes 
s i o n a l  personnel .  The a p p l i c a t i o n  should a l s o  s ta te  t h e  d u r a t i o n  of time 
f o r  which t h e  suppor t  is  reques t ed .  It i s  a n t i c i p a t e d  t h a t  t h e  p r o j e c t  
period w i l l  n o t  exceed t h r e e  years. 

3 .  	 SUBMISSION Use t h e  s t anda rd  r e s e a r c h  g r a n t  a p p l i c a t i o n  form N I H  398.  
I n  bo th  t h e  cover ing  le t ter  and a t  t h e  t o p  of t h e  space  provided f o r  a n- -
a b s t r a c t  on page 2 of t h e  a p p l i c a t i o n ,  i d e n t i f y  t h i s  CREG announcement by 
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i t s  t i t l e  and number DCT-5 and t h e  d a t e  of p u b l i c a t i o n  as t h e  one t o  which 

t h e  a p p l i c a t i o n  responds.  Mail t h e  a p p l i c a t i o n  and le t ter  t o  Div is ion  of 

Research Grants ,  Nat iona l  I n s t i t u t e s  of  Heal th ,  Bethesda, Maryland 20014. 

I f  your i n s t i t u t i o n  cannot  supply you w i t h  form N I H  398, i t  may b e  reques ted  

from t h e  D i v i s i o n  of Research Grants .  


4. RECEIPT DATE Appl ica t ions  rece ived  on o r  b e f o r e  June 1, 1977, w i l l  be 
processed f o r  s t u d y  s e c t i o n  review i n  October 1977 and f o r  t h e  Nat iona l  
Cancer Advisory Board review i n  January 1978. 

REVIEW 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be  reviewed by t h e  D i v i s i o n  of Research 
Grants  (DRG) and N C I  s t a f f  f o r  respons iveness  t o  t h i s  announcement. I f  
a n  a p p l i c a t i o n  is  judged unresponsive,  t h e  a p p l i c a n t  w i l l  b e  g iven  an 
o p p o r t u n i t y  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  submit i t  f o r  c o n s i d e r a t i o n  
i n  t h e  t r a d i t i o n a l  g r a n t  programs of N I H .  A p p l i c a t i o n s  judged respons ive  
w i l l  be  reviewed i n i t i a l l y  f o r  s c i e n t i f i c  m e r i t  by DRG s tudy  s e c t i o n s  and 
secondly by t h e  Nat iona l  Cancer Advisory Board. 

DRG w i l l  n o t  a c c e p t  an a p p l i c a t i o n  i n  response t o  a CREG announcement t h a t  
i s  i d e n t i c a l  t o  one c o n c u r r e n t l y  being considered by N C I  o r  o t h e r  N I H  
awarding u n i t s .  

For f u r t h e r  in format ion ,  p o t e n t i a l  a p p l i c a n t s  may c o n t a c t  D r .  Saul  Schepartz ,  
(301) 496-6404, Div is ion  of Cancer Treatment,  N a t i o n a l  Cancer I n s t i t u t e .  


