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YOTICES 

CHANGE I N  RECEIPT DATE - RFA.m 
CENTRAL RADIOGRAPHIC LABORATORY, BYPASS ANGIOPLASTY REVASCULARIZATION INVESTIGATION 
( B A R I )  - 86-HL-22-H 

P.T. 34; K.W. 0715040, 0785210, 0785190 0755015 

The June 6 i s s u e  o f  t h e  Guide included a n o t i c e  o f  a v a i l a b i l i t y  o f  a r e q u e s t  f o r  

a p p l i c a t i o n s  (RFA) on t h e  above t o p i c .  P lease  n o t e  t h a t  t h e  r e c e i p t  d a t e  f o r  

coopera t ive  agreement a p p l i c a t i o n s  i n  response t o  t h i s  RFA should be September 12,

1986, i n s t e a d  o f  August 29. Ques t ions  and r e q u e s t s  f o r  t h e  complete RFA may be  

addressed t o :  


Thomas L .  Robertson, M . D .  

Chief ,  Cardiac Diseases Branch 

Federa l  Bui ld ing  - 3C06 

7550 Wisconsin Avenue 

Bethesda, Maryland 20892 

Telephone: 301 - 496-1081 . - 


DATED ANNOUNCEMENTS (RFPs and RFAs AVAILABLE) 

RFP AVAILABLE - RFP-NIH-NIDDK-86-13 

CONFERENCE AND SUPPORT SERVICES FOR THE NATIONAL KIDNEY AND UROLOGIC DISEASES 
ADVISORY BOARD 

P.T. 42; K.W. 0901026 

THIS ACQUISITION I S  100% SMALL BUSINESS SET-ASIDE 

NATIONAL INSTITUTE OF DIABETES AND DIGESTIVE AND KIDNEY DISEASES 

- ~ , ~ v T h eNat iona l  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases ( N I D D K ) ,  h a s  a 
requirement t o  provide  l o g i s t i c a l  and t e c h n i c a l  support  f o r  t h e  Nat iona l  Kidney and 
Urologic Diseases Advisory Board i n  c a r r y i n g  o u t  i ts  mandated f u n c t i o n s  which 
inc lude  t h e  es tab l i shment  o f  subcommittees, t h e  convening o f  workshops and 
conferences,  t h e  c o l l e c t i o n  o f  d a t a ,  and t h e  p r e p a r a t i o n  o f  i t s  annual r e p o r t  f o r  
t h e  S e c r e t a r y ,  DHHS. 

This  a c q u i s i t i o n  i s  under a 100% Small Business Set-Aside. Organiza t ions  responding 
t o  t h i s  requirement s h a l l  be l o c a t e d  w i t h i n  t h e  Washington, D . C .  Met ropol i tan  area. 

This  is  an announcement f o r  a Request f o r  Proposal (RFP). RFP No. NIH-NIDDK-86-'3 
w i l l  be issued on or about June 30 ,  1986 with a c los ing  date t e n t a t i v e l y  set for 
August 18, 1986. It is  expected t h a t  t h e  c o n t r a c t  w i l l  have a two-year p e r i o d  of  

performance. 


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

mai l ing  l a b e l s .  Requests must c i t e  t h e  RFP number re ferenced  above and w i l l  be 

honored if rece ived  w i t h i n  twenty ca lendar  days a f te r  t h e  s o l i c i t a t i o n  i s s u e  d a t e .  

Since  a l i m i t e d  number o f  c o p i e s  w i l l  be p r i n t e d ,  r e q u e s t s  s h a l l  be f i l l e d  on 

f i rs t -come,  f i r s t - s e r v e d  b a s i s ,  u n t i l  t h e  supply i s  exhausted. Requests f o r  c o p i e s 

o f  t h e  RFP should be s e n t  t o  t h e  fol lowing address :  


S h i r l e y  A.  Shores 

Contrac ts  Management Branch 

Nat iona l  I n s t i t u t e  of Diabetes  and Diges t ive  and Kidney Diseases 

Westwood Building,  Room 602 

Bethesda, Maryland 20892 


T h i s  advert isement  does n o t  commit t h e  Government t o  make an award. 
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RFP AVAILABLE - RFP-NIH-NIAID-MIDP-87-8 

DEVELOPMENT OF ADDITIONAL DRUGS FQR TREATMENT OF CANDIDIASIS 

P.T. 34; K . W .  0710080, 0740025, 0715125 

NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASES 

The Bacter io logy  and Virology Branch o f  t h e  Microbiology and I n f e c t i o u s  Diseases 
Program 

The Nat iona l  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  h a s  a requirement f o r  t h  
development o f  a d d i t i o n a l  drugs  f o r  t h e  t rea tment  of c a n d i d i a s i s .  The s u c c e s s f u l  
o f f e r o r  must have c a p a b i l i t i e s  and f a c i l i t i e s  t o  e v a l u a t e  p o t e n t i a l  an t i -candida  
drugs,  t o  u t i l i z e  i n  vivo models f o r  i n i t i a l  e v a l u a t i o n  of t h e  a n t i m i c r o b i a l s ,  to 
u t i l i z e  i n  vivo models f o r  f i n a l  e v a l u a t i o n  o f  t h e  ac t ive  a n t i m i c r o b i a l s  and t o  
e v a l u a t e  t h e  r e s u l t s  ob ta ined  from t h e  i n  v ivo  models. 

T h i s  is  a n  announcement f o r  an a n t i c i p a t e d  Request f o r  Proposal
RFP-NIH-NIAID-MIDP-87-8 w i l l  be i s s u e d  on o r  about J u l y  14, 1986 wi th  responses  du, 
on September 3, 1986. 

Requests f o r  t h e  RFP should be d i r e c t e d  t o  t h e  Chief, Contract  Management Branch,
N I A I D ,  N I H ,  Westwood Building,  Room 707, Bethesda, Maryland 20892. Please provide
t h i s  o f f i c e  wi th  two ( 2 )  se l f -addressed  mai l ing  l a b e l s .  

A l l  r e s p o n s i b l e  s o u r c e s  may submit a propwi l l  which w i l l  be considered by N I A I D .  

T h i s  advert isement  does n o t  commit t h e  Government t o  award a c o n t r a c t .  

AVAILABILITY OF REQUEST FOR APPLICATIONS (RFA) - 86-HL-24 

STUDIES OF OMEGA-3 POLYUNSATURATED FATTY ACIDS I N  THROMBOSIS AND CARDIOVASCULAR 
DISEASE 

P.T. 34; K . W .  0715040, 0710095, 0765010, 0765025, 0705040, 1002004, 1002008, 10030l 

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE 

D i v i s i o n  o f  Blood Diseases and Resources Div is ion  o f  Heart and Vascular  Diseases 

Appl ica t ion  Receipt  Date: December 1, 1986 

The Blood Diseases Branch o f  t h e  Div is ion  o f  Blood Diseases and Resources and t h e  
Lip id  Metabolism-Atherogenesis Diseases  Branch o f  t h e  Div is ion  of Heart and Vasculi 
Diseases, Nat iona l  Heart, Lung, and Blood I n s t i t u t e  ( N H L B I ) ,  announce t h e  
a v a i l a b i l i t y  o f  a Request f o r  Appl ica t ions  (RFA) on t h e  above s u b j e c t .  Copies of 
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 t a f f  o f  t h e  NHLBI. 

The program w i l l  suppor t  basic and c l i n i c a l  research addressing t h e  e f f e c t  of 
omega-3 polyunsa tura ted  f a t t y  a c i d s  on processes  t h a t  may be involved i n  thrombosii 
and c a r d i o v a s c u l a r  d i s e a s e .  It i s  expected t h a t  t h e  r e s e a r c h  p r o j e c t s  w i l l  
encompass a broad range o f  approaches and w i l l  r e q u i r e  e x p e r t i s e  from a v a r i e t y  of 
d i s c i p l i n e s  i n c l u d i n g  molecular and c e l l u l a r  biology,  biochemistry,  hematology,
metabolism, morphology and physiology. 

Requests f o r  c o p i e s  o f  t h e  RFA should be  


Carol H .  Letendre,  Ph.D. 

Blood Diseases Branch 

Divis ion  o f  Blood Diseases and Resources 

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

Federal  Bui lding,  Room 5A12 

Bethesda, MD 20892 

Telephone: (301) 496-5911 


Momtaz Wassef, Ph.D. 

Lipid  Metabolism-Atherogenesis Branch 

Divis ion  o f  Heart and Vascular  Diseases 

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

Federal  Bui ld ing ,  Room 4A12 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-1978 


addressed to: 
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ONGOING PROGRAM ANNOUNCEMENTS 

A G I N G  AND THE CARDIOVASCULAR SYSTEM 

P.T. 3 4 ;  K.W.  0710010, 0715040, 0785055, 0760040, 1002034, 0745055 

NATIONAL INSTITUTE ON A G I N G  

BACKGROUND 

Card iovascular  d i s e a s e s  are t h e  most common cause o f  dea th  among t h e  e l d e r l y ,  and 
t h e  percentage  o f  d e a t h s  due t o  ca rd iovascu la r  d i s e a s e  i n c r e a s e s  wi th  age throughout
t h e  l a t e r  y e a r s  o f  l i f e .  Age-related changes i n  c a r d i a c  func t ion ,  c i r c u l a t o r y
hemodynamics, blood p r e s s u r e  r e g u l a t i o n ,  and l i p i d  metabolism c o n t r i b u t e  impor t an t ly  
t o  morbid i ty  and m o r t a l i t y  i n  t h e  e l d e r l y .  Age-related changes i n  such o t h e r  
f a c t o r s  as c a r d i a c  muscle, t h e  conduction system o f  t h e  h e a r t ,  a r t e r i a l  compliance,
t h e  microvascu- la ture  and t h e  rheo log ic  behavior o f  b lood  may have major effects on 
ca rd iovascu la r  func t ion ,  and may, i n  t u r n ,  affect  f u n c t i o n s  o f  o t h e r  organ systems.
Changes wi th  age i n  pulmonary func t ion  and kidney f u n c t i o n  are a l s o  i n t e g r a l l y
r e l a t e d  t o  cakdiovascular  func t ion .  Improved unders tanding  of  t h e  causes ,  ra tes  o f  
p rogres s ion ,  and i n t e r a c t i o n s  among t h e s e  v a r i a b l e s  may l e a d  t o  p reven t ive  and 
t h e r a p e u t i c  i n t e r v e n t i o n s  designed t o  reduce t h e  inc idence  o f  ca rd iovascu la r  d i s e a s e  
i n  t h e  e l d e r l y .  Because o f  t h e  need f o r  in format ion  on a l l  t h e  above t o p i c s ,  t h e  
Na t iona l  I n s t i t u t e  on Aging ( N I A )  has  a con t inu ing  i n t e r e s t  i n  suppor t ing  r e s e a r c h  
on r e l a t i o n s h i p s  between ag ing  p rocesses  and ca rd iovascu la r  f u n c t i o n  and d i s e a s e .  

t RESEARCH GOALS AND SCOPE 

The N I A  encourages r e s e a r c h  on t h e  causes  o f  age - re l a t ed  ca rd iovascu la r  changes (and
changes i n  r i s k  f a c t o r s  f o r  ca rd iovascu la r  d i s e a s e )  and on t h e  r o l e  o f  
c a r d i o v a s c u l a r  f a c t o r s  i n  age - re l a t ed  phys io log ic  and pa tho log ic  changes.
Epidemiologic, c l i n i c a l ,  and experimental  s t u d i e s  involv ing  humans .ind animals o r  i n  
v i t r o  systems are needed. Examples o f  r e sea rch  t o p i c s  inc lude :  

m”l+
o 	 F a c t o r s  a f f e c t i n g  t h e  ra te  o f  change i n  d i a s t o l i c  and s y s t o l i c  blood 

p r e s s u r e  wi th  age .  

obbHF a c t o r s  r e g u l a t i n g  t h e  changes with age i n  plasma l i p i d s  and l i p o p r o t e i n s .  

o Causes of o r t h o s t a t i c  hypotension i n  o l d e r  persons .  

he r i d  r io 	 Causes& fLaze*dvf ?~ ; rd iovascu la r  m o r t a l i t y  i n  t h e  e i g h t h  and 
68-

o Changes wi th  age i n  s t r u c t u r e  2nd f u n c t i o n  o f  a r t e r i e s  and v e i n s .  

o 	 Causes o f  diminished a r t e r i a l  compliance and i ts  e f f e c t s  on blood p r e s s u r e
and c a r d i a c  f u n c t i o n .  

o 	 Causes and e f f e c t s  o f  age-related changes i n  proliferative response of 
v a s c u l a r  smooth muscle c e l l s .  

o Age-related changes i n  t h e  rheo log ic  behavior o f  b lood .  

o Age-related changes i n  t h e  m i c r o c i r c u l a t i o n .  

o 	 Causes and effects o f  age - re l a t ed  d e c l i n e s  i n  c a r d i a c  s e n s i t i v i t y  t o  
ca techolamines .  

o 	 Age-related changes i n  t h e  s t r u c t u r e  and func t ion  o f  t h e  conduction system
of  t h e  h e a r t .  

o Rela t ion  o f  myocardial hypertrophy t o  ag ing .  

o Age-related changes i n  c i r c u l a t o r y  hemodynamics. 

o 	 Rela t ionsh ip  of  blood p r e s s u r e  t o  changes i n  c o g n i t i v e  func t ion  i n  l a t e  
l i f e .  

o Changes wi th  age i n  p l a t e l e t  adhesiveness,  coagula t ion ,  and thrombolys is .  

The r e s e a r c h  areas l i s t e d  above a r e  not  in tended  t o  l i m i t  a p p l i c a t i o n s  i n  any
- r l  	r e s e a r c h  area r e l a t e d  t o  ag ing  and t h e  ca rd iovascu la r  system. The N I A  encourages

innova t ive  r e s e a r c h  i n  t h e  epidemiology, prevent ion ,  and t r ea tmen t  o f  ca rd iovascu la r  
d i s e a s e  i n  t h e  e l d e r l y ,  as wel l  as mechanisms o f  age - re l a t ed  changes i n  thc 
ca rd iovascu la r ,  r e n a l ,  and pulmonary systems. 
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MECHANISMS OF SUPPORT 


Appl i ca t ions  may be submitted f o r  any of  t h e  convent iona l  N I H  g r a n t  suppor t 

mechanisms, i nc lud ing  t h e  i n d i v i d u a l  r e sea rch  p r o j e c t  g r a n t ,  program p r o j e c t , 

C l i n i c a l  I n v e s t i g a t o r ,  F i r s t  Independent Research Support and T r a n s i t i o n  (FIRST)

Research Career Development, and Phys ic ian  S c i e n t i s t  Awards, and i n d i v i d u a l  and 

i n s t i t u t i o n a l  p o s t d o c t o r a l  Research Se rv ice  Awards (NRSAs). The above l i s t  is  n o t  

exhaus t ive ;  p o t e n t i a l  a p p l i c a n t s  are encouraged t o  communicate wi th  t h e  N I A  staff  

c o n t a c t  l i s t e d  a t  t h e  end o f  t h i s  announcement r ega rd ing  funding mechanisms and 

p r o j e c t  des ign .  P o t e n t i a l  a p p l i c a n t s  f o r  program p r o j e c t  awards should c o n t a c t  N I A  

s t a f f  ve ry  e a r l y  i n  t h e  p lanning  s t a g e s .  


APPLICATION AND REVIEW PROCEDURES 


Appl i ca t ions  should be submitted on PHS Form 398 ( r e s e a r c h  g r a n t s ) ,  PHS Form 6025 

( i n s t i t u t i o n a l  NRSA), o r  PHS Forms 416-1, 416-2, and 415-3 ( i n d i v i d u a l  NRSA). 


Appl i can t s  may o b t a i n  informat ion  and t h e  a p p r o p r i a t e  a p p l i c a t i o n  k i t s  from t h e i r  

i n s t i t u t i o n ' s  g r a n t s  o f f i c e  o r  by w r i t i n g  o r  c a l l i n g :  


O f f i c e  o f  Grants I n q u i r i e s 

Div i s ion  o f  Research Grants 

Nat iona l  I n s t i t u t e s  of Health I 


Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7441 


Appl i can t s  should e n t e r  t h e  phrase  "NIA Program Announcement: Aging and t h e  

Cardiovascular  System" i n  response  t o  item 2 (Response t o  a S p e c i f i c  Program

Announcement) on t h e  first (face) page of  t h e i r  a p p l i c a t i o n .  


Appl i can t s  are encouraged t o  n o t i f y  t h e  N I A  s t a f f  l i s t e d  a t  t h e  conclus ion  of  t h i s  

announcement a t  l e a s t  30 days be fo re  sending t h e  completed a p p l i c a t i o n  t o  t h e  

Div i s ion  o f  Research Grants ( addres s  below). 


Appl i ca t ions  should be submitted accord ing  t o  t h e  dead l ines  f o r  t h e  a p p r o p r i a t e 

review schedule  and mailed t o :  


Div i s ion  o f  Research Grants 

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

Westwood Bui ld ing ,  Room 240 

Bethesda, Maryland 20892 


Appl i ca t ions  w i l l  be reviewed f o r  s c i e n t i f i c  m e r i t  i n  accordance wi th  N I H  p o l i c y  and 

procedure invo lv ing  pee r  review. Awards w i l l  be made on a compet i t ive  b a s i s  w i th  

a l l  a p p l i c a t i o n s  competing f o r  N I A  funding. 


APPLICATION RECEIPT DATES 


For i n s t i t u t i o n a l  and i n d i v i d u a l  NRSAs, and s e n i o r  f e l lowsh ips  awards, t h e  d e a d l i n e  

d a t e s  are January  10 ,  May 10,  and September 1 0 .  


For a l l  o t h e r  awards, t h e  dead l ine  d a t e s  f o r  new app l i ca t ions  are February 1 ,  June 

1 ,  and October  1 .  The deadl ines  f o r  competing renewals of Research P r o j e c t  (Rol l 

grants are March 1, July 1 ,  and November 1 .  The dead l ines  f o r  competing renewals of 

Program P r o j e c t s  are February 1, June I ,  and October 1 .  


INQUIRIES AND CORRESPONDENCE 


Correspondence, i nc lud ing  r e q u e s t s  f o r  in format ion  and advice,  should be d i r e c t e d  

t o :  


Lot B.  Page, M . D .  

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

Nat iona l  I n s t i t u t e s  of  Health 

Bui ld ing  3 1 ,  Room 5C-21 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-1033 


These programs a r e  desc r ibed  i n  t h e  Cata log  o f  Federa l  Domestic Ass i s t ance  No. 

1 3 . 8 6 6 ,  Aging Research. NRSAs w i l l  be suppor ted  un d e r  t h e  a u t h o r i t y  o f  t h e  Pub l i c  

Heal th  S e r v i c e  Act, Sec t ion  472,  42 USC 2891-1, and adminis te red  under PHS g r a n t s 

p o l i c y  and Federa l  Regulation 42 CFR Part 6 6 .  Other awards w i l l  be funded under t h e  

a u t h o r i t y  o f  t h e  Pub l i c  Health Se rv ice  Act, T i t l e  111, Sec t ion  301 (Pub l i c  Law 

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

Federa l  Regula t ions  42 CFR P a r t  52 and 45 CFR P a r t  7 4 .  This  program is no t  s u b j e c t  

t o  t h e  in te rgovernmenta l  review requi rements  o f  Executive Order 12372 o r  Heal th  

Systems Agency review. 
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DETERMINATION OF THE THERAPEUTIC USEFULNESS OF MATURATION, DIFFERENTIATION AND 
4NTI-GROWTH FACTOR SUBSTANCES I N  CANCER MODELS 

P.T. 34;  K.W. 0415000, 0740015, 0760020, 0755020, 0780015 

YATIONAL CANCER INSTITUTE 

The B i o l o g i c a l  Response Modifiers Program (BRMP), Div is ion  o f  Cancer Treatment 
(DCT) ,  Nat iona l  Cancer I n s t i t u t e  ( N C I )  i n v i t e s  g r a n t  a p p l i c a t i o n s  from i n t e r e s t e d  
i n v e s t i g a t o r s  f o r  b a s i c  and a p p l i e d  s t u d i e s  concerned wi th  t h e  de t e rmina t ion  o f  t h e  
t h e r a p e u t i c  u se fu lness  of matura t ion ,  d i f f e r e n t i a t i o n  and anti-growth f a c t o r  
subs tance  i n  cancer  models. I n  making t h i s  program announcement it i s  no t  t h e  
i n t e n t  o f  t h e  N C I  t o  make o r  imply any d e l i m i t a t i o n  r e l a t e d  t o  b i o l o g i c a l  response
modi f i e r s  r e sea rch ,  bu t  r a t h e r  t o  s t i m u l a t e  i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  i n  
b i o l o g i c a l  response  mod i f i e r s  r e l a t e d  t o  cancer  t he rapy .  

BACKGROUND 

T h i s  Program Announcement addres ses  matura t ion ,  d i f f e r e n t i a t i o n  and anti-growth
f a c t o r  subs t ances .  The area o f  developmental b io logy  ho lds  enormous p o t e n t i a l  f o r  
r e g u l a t i o n  of abnormal growth. For example, t h e r e  are experiments t h a t  s t r o n g l y  
sugges t  t h a t  normal embryonic products  may permanently a l te r  t h e  phenotype o f  
malignant cells .  Terato-carcinoma ce l l s  in t roduced  i n t o  a b l a s t o c y s t  are induced t o  
d i f f e r e n t i a t e  i n t o  normal s t r u c t u r e s  by f a c t o r s  a c t i n g  l o c a l l y  i n  t h e  embryo.
Mul le r ian  i n h i b i t i o n  f a c t o r ,  t h e  we l l - cha rac t e r i zed  p r o t e i n  r e s p o n s i b l e  f o r  
de t e rmina t ion  o f  sex,  appea r s  a c t i v e  i n  v i t r o  a g a i n s t  human ova r i an  carcinoma. With 
t h e  i n c r e a s i n g  evidence t h a t  oncogene p roduc t s  may p lay  a r o l e  i n  normal 
d i f f e r e n t i a t i o n ,  l e a r n i n g  how t h e  embryo r e g u l a t e s  t h e i r  s e q u e n t i a l  exp res s ion  may
be ve ry  use fu l  t o  r e e s t a b l i s h  r e g u l a t i o n  i n  t h e  human tumors i n  which d i so rde red  
oncogene expres s ion  may be pa thogenet ic .  The cont inuing  p rogres s  be ing  made i n  
c l a r i f y i n g  t h e  mechanisms o f  r e g u l a t i o n  o f  bone marrow d i f f e r e n t i a t i o n  and t h e  
r e c o g n i t i o n  o f  t h e  e x i s t e n c e  o f  stem c e l l - l i k e  ce l l s  i n  t h e  tumor d i r e c t s  a t t e n t i o n  
t o  t h e  p o s s i b i l i t y  t h a t  tumor ce l l  d i f f e r e n t i a t i o n  may be achieved through
t h e r a p e u t i c  means. I n  o t h e r  words, t h e  p o s s i b i l i t y  e x i s t s  t h a t  some f a c t o r s  e x i s t  
which w i l l  n o t  k i l l  t h e  tumor ce l l s  but  w i l l  a c t u a l l y  cause  t h e i r  f u r t h e r  
d i f f e r e n t i a t i o n  away from t h e  malignant s t a t e .  Pept ide  growth f a c t o r s  and c e r t a i n  
o t h e r  subs tances ,  have, f o r  example, been shown t o  induce matura t ion  ( t e r m i n a l
d i f f e r e n t i a t i o n )  o f  tumor cells  i n  v i t r o .  A n i m a l  tumor models are needed t o  assess 
t h e s e  subs t ances  as p o t e n t i a l  a n t i c a n c e r  a g e n t s .  Another area o f  p o s s i b l e
s p p l i c a t i o n  t o  the rapy  invo lves  compounds d i r e c t e d  a g a i n s t  low molecular weight5 

IJ- d e p t i d e  growth f a c t o r s .  These f a c t o r s  which promote c e l l  d i v i s i o n  and
anchorage-independent growth of  normal and transformed human ce l l s  i n  v i t r o  and may
be r e q u i r e d  f o r  tumor growth i n  v ivo  have been r e c e n t l y  i d e n t i f i e d  and 
c h a r a c t e r i z e d .  S u i t a b l e  animal models need t o  be developed t o  assess t h e  p o t e n t i a l
t h e r a p e u t i c  e f f i c a c y  of agen t s  which s p e c i f i c a l l y  b lock  t h e s e  growth f a c t o r s .  

OBJECTIVES AND SCOPE 

S t u d i e s  are encouraged t o  develop t r a n s p l a n t e d  o r  spontaneous animal tumor models t o  
determine t h e  t h e r a p e u t i c  e f f i c a c y  o f  a n t i c a n c e r  agen t s  which act by s p e c i f i c a l l y
b locking  t h e  a c t i o n s  o f  s p e c i f i c  p e p t i d e  growth f a c t o r s .  These f a c t o r s  might
inc lude  both  normal and tumor c e l l  p roduc t s .  O f  p a r t i c u l a r  i n t e r e s t  are animal 
tumors shown t o  be r e spons ive  i n  vitro t o  a p e p t i d e  growth f a c t o r  ( f o r  example
epidermal growth f a c t o r )  and agen t s  shown t o  s p e c i f i c a l l y  b lock  t h i s  same f a c t o r .  
I n  similar f a s h i o n  an animal tumor model may be developed which can demonstrate t h e  
a n t i c a n c e r  a c t i v i t y  o f  matura t ion  and d i f f e r e n t i a t i o n  f a c t o r s  which are capable  o f  
inducing t e rmina l  d i f f e r e n t i a t i o n  o f  v a r i o u s  transformed c e l l  l i n e s  i n  v i t r o .  
Examples o f  c e l l  l i n e s  p rev ious ly  shown t o  be respons ive  to such agen t s  i nc lude  
PC-12 pheochromocytoma ce l l s  and HL-60, Kg-1, and K 562 myeloid leukemia ce l l s .  
T ransp lan tab le  tumors o f  t h e s e ,  s imi la r  o r  newly developed c e l l  l i n e s  might form t h e  
b a s i s  o f  a s u i t a b l e  animal tumor model focus ing  on t h e r a p e u t i c  a p p l i c a t i o n .  

STAFF CONTACT 

For f u r t h e r  in format ion ,  i n v e s t i g a t o r s  are encouraged t o  c o n t a c t :  


D r .  C a r l  M. Pinsky, Chief 

B i o l o g i c a l  Resources Branch 

B i o l o g i c a l  Response Modifiers Program

Div i s ion  of  Cancer Treatment 

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

Frederick Cancer Research Fac i l i ty 

Bui ld ing  426 - Room 1
( 1  Frede r i ck ,  MD 21701-1013 

I *,,ielephone : (301 1 698-1 098 

5 




METHOD OF APPLYING 

Non-profit 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 ,  governments and t h e i r  agencies ,  f o r  
p ro f  it o r g a n i z a t i o n s ,  and i n d i v i d u a l s  are e l i g i b l e  t o  apply .  App l i ca t ions  should be 
submi t ted  on form PHS 398, which is  a v a i l a b l e  i n  t h e  g r a n t s  and c o n t r a c t s  bus iness  
o f f i c e  a t  most academic and r e s e a r c h  i n s t i t u t i o n s  o r  from t h e  Office o f  Grants  

..r 	 I n q u i r i e s ,  D iv i s ion  o f  Research Grants  ( D R G ) ,  N I H .  I n  space #2 on t h e  first page o f  
t h i s  form, i n d i c a t e  t h e  t i t l e  of  t h e  Program Announcement. 

The o r i g i n a l  and s i x  c o p i e s  of t h e  a p p l i c a t i o n  should be s e n t  o r  d e l i v e r e d  t o r  

App l i ca t ion  Rece ip t  Office 
Div i s ion  o f  Research Grants  
Nat iona l  I n s t i t u t e s  o f  Heal th  
Westwood Bu i ld ing  - Room 240 
Bethesda, Maryland 20892 

I n  o r d e r  t o  a ler t  t h e  DCT t o  t h e  submission o f  a p p l i c a t i o n s  wi th  primary t h r u s t  
d i r e c t e d  t o  b i o l o g i c a l  response mod i f i e r s  r e sea rch ,  a p p l i c a n t s  are encouraged t o  
send a b r i e f  l e t t e r  o f  i n t e n t  t o  D r .  Pinsky. App l i ca t ions  i n  response  t o  t h i s  
announcement w i l l  be reviewed i n  accordance wi th  t h e  usua l  Nat iona l  I n s t i t u t e s  o f  
Heal th  ( N I H )  pee r  review procedures .  They w i l l  f irst be reviewed f o r  s c i e n t i f i c  and 
t e c h n i c a l  merit by a review group composed mostly of non-Federal s c i e n t i f i c  
c o n s u l t a n t s .  Following t h i s  i n i t i a l  review, t h e  a p p l i c a t i o n  w i l l  be eva lua ted  f o r  
program re l evance  by an a p p r o p r i a t e  Nat iona l  Advisory Council/ Board. The review 
c r i t e r i a  cus tomar i ly  employed by t h e  N I H  f o r  r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n s
w i l l  p r e v a i l .  A l l  PHS and N I H  g r a n t  p o l i c i e s  governing r e g u l a r  r e s e a r c h  p r o j e c t  
g r a n t s  apply  t o  a p p l i c a t i o n s  r ece ived  i n  response t o  t h i s  program announcement. 

DEADLINE 

App l i ca t ions  w i l l  be accepted  i n  accordance wi th  t h e  usua l  N I H  r e c e i p t  d a t e s  f o r  new 
a p p l i c a t i o n s .  Deadline d a t e s  are: October 1 ,  February 1, J u l y  1 .  

T h i s  program is  desc r ibed  i n  t h e  Cata log  o f  Federa l  Domestic Ass i s t ance  No. 13.395,
Cancer Treatment Research. Awards w i l l  be made under t h e  a u t h o r i t y  o f  t h e  P u b l i c  
Heal th  S e r v i c e  Act, T i t l e  111, Sec t ion  301 (Pub l i c  Law 78-410, as amended; 42 USC 
2 4 1 )  and admin i s t e red  under PHS g r a n t  p o l i c i e s  and Federa l  Regula t ions  42 CFR P a r t  
52 and 45 CRF P a r t  7 4 .  This  program is  no t  s u b j e c t  t o  t h e  in te rgovernmenta l  review 
requi rements  o f  Execut ive  Order 12372 o r  Heal th  Systems Agency review. 
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PRECLINICAL STUDIES OF LAK PHENOMENON 

P.T. 3 4 ;  K.W. 0740015, 0415000, 1002015 

NATIONAL CANCER INSTITUTE 

The B i o l o g i c a l  Response Modif ie rs  Program (BRNP), D iv i s ion  o f  Cancer Treatment (DCT)
o f  t h e  Nat iona l  Cancer I n s t i t u t e  ( N C I )  i n v i t e s  g r a n t  a p p l i c a t i o n s  from i n t e r e s t e d  
i n v e s t i g a t o r s  for basic  and app l i ed  s t u d i e s  concerned w i t h  p rec l in ica l  s t u d i e s  of 
LAK phenomenon. I n  making t h i s  program announcement it is not  t h e  i n t e n t  o f  t h e  N C I  
t o  make o r  imply any d e l i m i t a t i o n  r e l a t e d  t o  b i o l o g i c a l  response mod i f i e r s  r e s e a r c h ,
but  r a t h e r  t o  s t i m u l a t e  i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  i n  b i o l o g i c a l  response
modi f i e r s  r e l a t e d  t o  cancer  t he rapy .  

BACKGROUND 

Recently,  sys temic  a d m i n i s t r a t i o n  o f  a b i o l o g i c a l  response modifying (BRM) t he rapy  
t o  p a t i e n t s  w i th  cancer  has  r e s u l t e d  i n  c o n s i s t e n t  and r ep roduc ib le  an t i tumor  
effects .  The p re l imina ry  r e s u l t s  from t h e  N C I ' s  Surgery Branch us ing  lymphokine
a c t i v a t e d  k i l l e r  (LAK) c e l l  the rapy  has  l e d  t o  t h e  development o f  a comprehensive
p l a n  i n  t h e  Div i s ion  o f  Cancer Treatment (DCT), i nc lud ing  p l a n s  f o r  both in t r amura l  
and ex t ramura l  c l i n i c a l  t r i a l s .  I n  a d d i t i o n ,  cons ide rab le  in t ramura l  work is  
underway p r e c l i n i c a l l y .  Some p r e c l i n i c a l  ex t ramura l  r e sea rch  is underway, bu t  i n  
o r d e r  t o  b r i n g  t h i s  approach t o  more r a p i d  c l i n i c a l  a p p l i c a t i o n ,  a d d i t i o n a l  r e s e a r c h  
should be encouraged. 

OBJECTIVES AND SCOPE 

This Program Announcement i s  in tended  t o  encourage new extramural,
i n v e s t i g a t o r - i n i t i a t e d  p r e c l i n i c a l  r e s e a r c h  i n  t h e  lymphokine a c t i v a t e d  k i l l e r  c e l l  
(LAK) phenomenon. The fo l lowing  i s  a l ist  o f  a r e a s  f e l t  t o  be p o t e n t i a l l y  f r u i t f u l  

* s l  	 f o r  new i n v e s t i g a t i o n :  (1) t h e r a p e u t i c  s t u d i e s  i n  a d d i t i o n a l  experimental  animal 
tumor systems, ( 2 )  combinations of LAK ce l l s ,  IL-2 and s t anda rd  the rapy  i n  
e s t a b l i s h e d  exper imenta l  animal tumor systems, ( 3 )  i d e n t i f i c a t i o n  of  t h e  t a r g e t  on 
tumor c e l l s  t h a t  i s  recognized by L,AK c e l l s ,  and t h e  r e c e p t o r  on t h e  LAK ce l l s  which 
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r ecogn izes  t h e  t a r g e t ,  ( 4 )  s t u d i e s  t o  opt imize  LAK cel l  gene ra t ion  i n  exper imenta l
animals i n  v ivo ,  af ter  a d m i n i s t r a t i o n  of IL-2, or o t h e r  BRMs, (5) s t u d i e s  on human 
o r  exper imenta l  animal ce l l s  t o  opt imize  t h e  ex v ivo  gene ra t ion  of  LAK ce l l s ,  ( 6 )  
i d e n t i f i c a t i o n  and p u r i f i c a t i o n  of t h e  LAK c e l l  c y t o t o x i c  e f f e c t o r  molecule, and ( 7 )
f u r t h e r  s tudy  of t h e  process  by which LAK p r e c u r s o r s  are rendered c y t o t o x i c .  

Thee,are on ly  a sampling of t h e  areas i n  which r e s e a r c h  e f f o r t s  may prove f r u i t f u l .  
These 

I’ 

aim of t h i s  program announcement w i l l  be t o  encourage h igh ly  innova t ive  r e s e a r c h  
i n i t i a t i v e s  e v a l u a t i n g  t h e s e ,  o t h e r ,  promising l e a d s .  Eventua l ly ,  

(1, 


\I 

o r  concepts
a r i s i n g  from t h e s e  s t u d i e s  w i l l  be t e s t e d  i n  c l i n i c a l  t r i a l s .  

STAFF CONTACT 

For f u r t h e r  in format ion ,  i n v e s t i g a t o r s  are encouraged t o  c o n t a c t :  


D r .  C a r l  M.  Pinsky, Chief 

B i o l o g i c a l  Resources Branch 

B i o l o g i c a l  Response Modif ie rs  Program

Div i s ion  o f  Cancer Treatment 

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

Frede r i ck  Cancer Research F a c i l i t y 

Bui ld ing  426 - Room 1 

Frede r i ck ,  MD 21701-1013 

Telephone: (301) 695-1098 


METHOD OF APPLYING 


Non-profit 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 ,  governments and t h e i r  agencies ,  for 

p r o f i t  o r g a n i z a t i o n s ,  and i n d i v i d u a l s  are e l i g i b l e  t o  apply .  App l i ca t ions  should be 

submi t ted  on form PHS 398,  which is a v a i l a b l e  i n  t h e  g r a n t s  and c o n t r a c t s  b u s i n e s 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  o r  from t h e  o f f i c e  o f  Grants 

I n q u i r i e s ,  D iv i s ion  o f  Research Grants (DRG) ,  N I H .  I n  space  2 on t h e  first page of 

t h i s  form, i n d i c a t e  t h e  t i t l e  o f  t h e  Program Announcement. 


The o r i g i n a l  and s i x  c o p i e s  of  t h e  a p p l i c a t i o n  should be s e n t  or d e l i v e r e d  t o r  


Appl i ca t ion  Rece ip t  Office 

Div i s ion  of Research Grants  

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

Westwood Bui ld ing ,  Room 240 

Bethesda, MD 20892 


I n  o r d e r  t o  a l e r t  t h e  DCT t o  submission o f  a p p l i c a t i o n s  with primary t h r u s t  d i r e c t e d  

t o  b i o l o g i c a l  response  mod i f i e r s  r e sea rch ,  a p p l i c a n t s  are encouraged t o  send a b r i e f  

l e t t e r  o f  i n t e n t  t o  D r .  Pinsky. 


Appl i ca t ions  i n  response  t o  t h i s  announcement w i l l  be reviewed i n  accordance wi th  

t h e  usua l  Na t iona l  I n s t i t u t e s  of Health ( N I H )  pee r  review procedures .  They w i l l  

first be reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  mer i t  by a review group composed

mostly of non-Federal s c i e n t i f i c  c o n s u l t a n t s .  Following t h i s  i n i t i a l  review, t h e  

a p p l i c a t i o n  w i l l  be eva lua ted  f o r  program re l evance  by an  a p p r o p r i a t e  Nat iona l  

Advisory CounciVBoard. The review c r i t e r i a  cus tomar i ly  employed by t h e  NIH for 

regular research grant  a p p l i c a t i o n s  w i l l  p r e v a i l .  All PHS and NIH g r a n t  p o l i c i e s 

governing r e g u l a r  r e s e a r c h  p r o j e c t  g r a n t s  apply  t o  a p p l i c a t i o n s  r ece ived  i n  response 

t o  t h i s  program announcement. 


DEADLINE 

App l i ca t ions  w i l l  be accepted  i n  accordance wi th  t h e  usua l  N I H  r e c e i p t  d a t e s  f o r  new 
a p p l i c a t i o n s .  Deadline d a t e s  a r e :  October 1, February 1, June 1. 

Th i s  program i s  desc r ibed  i n  t h e  Catalog of Federa l  Domestic Ass i s t ance  No. 1 3 . 3 9 5 ,  
Cancer Treatment 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  Pub l i c  
Heal th  Se rv ice  A c t ,  T i t l e  111, Sec t ion  301 (Pub l i c  Law 78-410, as amended; 42 USC 
2 4 1 )  and adminis te red  under PHS g r a n t  p o l i c i e s  and Federa l  Regula t ions  42 CFR P a r t  
52 and 45 CFR P a r t  7 4 .  This  program is no t  s u b j e c t  t o  t h e  in te rgovernmenta l  review 
requi rements  o f  Executive Order 12372 o r  Heal th  Systems Agency review. 

DETERMINATION OF THE THERAPEUTIC USEFULNESS OF PURIFIED CYTOKINES I N  CANCER, MODELS 

P . T .  34;  K . W .  0740015, 0755020, 0415000 

NATIONAL CANCER INSTITUTE 

The B i o l o g i c a l  Response Modif ie rs  Program (BRMP), Div is ion  o f  Cancer Treatment 
(DCT) ,  Nat iona l  Cancer I n s t i t u t e  ( N C I )  i n v i t e s  g r a n t  a p p l i c a t i o n s  from i n t e r e s t e d  
i n v e s t i g a t o r s  f o r  b a s i c  and app l i ed  s t u d i e s  concerned with t h e  de t e rmina t ion  o f  t h e  
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t h e r a p e u t i c  u s e f u l n e s s  o f  p u r i f i e d  cy tok ines  i n  cancer  models. I n  making t h i s  
program announcement it is n o t  t h e  i n t e n t  of t h e  N C I  t o  make o r  imply any
d e l i m i t a t i o n  r e l a t e d  t o  b i o l o g i c a l  response  mod i f i e r s  r e sea rch ,  bu t  r a t h e r  t o  
s t i m u l a t e  i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  i n  b i o l o g i c a l  response  mod i f i e r s  r e l a t e d  
t o  cancer  t he rapy .  

BACKGROUND 

T h i s  Program Announcement addres ses  Cytokines.  These f a c t o r s  are p r o t e i n s  and 

g l y c o p r o t e i n s  i n  t h e  5 ,000  t o  100,000 molecular weight range. The cy tok ines 

ob ta ined  from lymphoid t i s s u e s  o r  s u p e r n a t a n t s  of mononuclear c e l l  c u l t u r e s  are 

c e l l e d  lymphokines. Some have been shown t o  have d i r e c t  c y t o c i d a l  o r  

a n t i p r o l i f e r a t i v e  a c t i v i t y ,  some modulate and e x e r t  s e l e c t i v e  r e g u l a t o r y  effects  on 

v a r i o u s  components o f  immune responses  and o t h e r s  affect  bone marrow p r o l i f e r a t i o n ,  

o r  o s s i f i c a t i o n  or v e s s e l  p r o l i f e r a t i o n .  Production and p u r i f i c a t i o n  o f  cy tok ines 

have been a problem i n  t h e  p a s t .  More r e c e n t l y ,  means have been developed t o  o b t a i n  

c y t o k i n e s  from lymphoid l i n e s  i n  c u l t u r e  and use  o f  g e n e t i c  eng inee r ing  technology 

t o  t r ans -pose  genes i n t o  mic rob ia l  organisms, t h u s ,  he lp ing  t o  r e s o l v e  t h e  problem.

Admin i s t r a t ion  of  cy tok ines  t h a t  can s e l e c t i v e l y  a c t i v a t e  o r  suppres s  c e r t a i n  

components of t h e  immune system may produce a b e n e f i c i a l  anti-tumor effect  i n  v ivo .  


OBJECTIVES AND SCOPE 


S t u d i e s  t o  be proposed should  e v a l u a t e  t h e  t h e r a p e u t i c  va lue  o f  de f ined  c y t o k i n e s  i n  

anti-tumor immunity. Cur ren t ly  a v a i l a b l e  cy tokines ,  p u r i f i e d  t o  nea r  homogeneity, 

may be used i n  both  i n  v ivo  and i n  v i t r o  s t u d i e s  t o  e v a l u a t e  and monitor s p e c i f i c 

effects on t h e  v a r i o u s  c e l l u l a r  components of t h e  anti-tumor response .  A f u r t h e r  

s t a g e  o f  a n a l y s i s  could  involve  t e s t i n g  t h e  t h e r a p e u t i c  e f f i c a c y  o f  v a r i o u s  cy tok ine 

p r e p a r a t i o n s  i n  t r a n s p l a n t a b l e  and spontaneous animal tumor models. I n v e s t i g a t o r s  

may restrict  t h e i r  s tudy  t o  a s i n g l e  cy tok ine  o r  may wish t o  perform comparative 

s t u d i e s  on v a r i o u s  cy tok ines .  A goa l  o f  t h e  s t u d i e s  should be t o  provide 

in format ion  r e l e v a n t  t o  t h e  choice  o f  a Cytokine(s1 f o r  p re l imina ry  c l i n i c a l  t e s t i n g 

and t h e  t y p e ( s )  o f  tumor h o s t  r e l a t i o n s h i p  most amenable t o  e f f e c t i v e  b i o l o g i c a l 

modi f i ca t ion  us ing  cy tok ines .  


STAFF CONTACT 


For f u r t h e r  in format ion ,  i n v e s t i g a t o r s  are encouraged t o  c o n t a c t :  


D r .  Carl M .  Pinsky, Chief 

B i o l o g i c a l  Resources Branch 

B i o l o g i c a l  Response Modif ie rs  Program

Div i s ion  o f  Cancer Treatment 

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

Frede r i ck  Cancer Research F a c i l i t y 

Bui ld ing  426 - Room 1 

Frede r i ck ,  MD 21701-1013 

Telephone: (301) 695-1098 


METHOD OF APPLYING 

Non-profit o rganiza t ions  and i n s t i t u t i o n s ,  governments and t h e i r  agencies ,  for 
p r o f i t  o r g a n i z a t i o n s ,  and i n d i v i d u a l s  are e l i g i b l e  t o  apply.  App l i ca t ions  should  be 
submi t ted  on f o r m  PHS 398, which i s  a v a i l a b l e  i n  t h e  g r a n t s  and c o n t r a c t s  b u s i n e s s  
o f f i c e  a t  most academic and r e s e a r c h  i n s t i t u t i o n s  o r  from t h e  Of f i ce  o f  Grants  
I n q u i r i e s ,  D iv i s ion  o f  Research Grants ( D R G ) ,  N I H .  I n  space 2 on t h e  first page o f  
t h i s  form, i n d i c a t e  t h e  t i t l e  o f  t h e  Program Announcement. 

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

App l i ca t ion  Receipt O f f i c e  
Div i s ion  of  Research Grants  
Nat iona l  I n s t i t u t e s  of  Heal th  
Westwood Bui ld ing ,  Room 240 
Bethesda, MD 20892 

I n  o rde r  t o  a l e r t  t h e  DCT t o  t h e  submission of a p p l i c a t i o n s  wi th  primary t h r u s t  
d i r e c t e d  t o  b i o l o g i c a l  response  mod i f i e r s  r e sea rch ,  a p p l i c a n t s  are encouraged t o  
send a b r i e f  l e t t e r  o f  i n t e n t  t o  D r .  Pinsky. 

App l i ca t ions  i n  response  t o  t h i s  announcement w i l l  be reviewed i n  accordance wi th  
the u s u a l  Nat iona l  I n s t i t u t e s  of  Health ( N I H )  pee r  review procedures .  They w i l l  
f i rst  be reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  m e r i t  by a review group composed
mostly o f  non-Federal s c i e n t i f i c  c o n s u l t a n t s .  Following t h i s  i n i t i a l  review, t h e  
a p p l i - c a t i o n  w i l l  be eva lua ted  f o r  program re levance  by an a p p r o p r i a t e  Nat iona l  

(I 
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Advisory Council/Board. The review c r i t e r i a  cus tomar i ly  employed by t h e  N I H  f o r  
r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  w i l l  p r e v a i l .  A l l  PHS and N I H  g r a n t  p o l i c i e s  
governing r e g u l a r  r e s e a r c h  p r o j e c t  g r a n t s  apply t o  a p p l i c a t i o n s  r ece ived  i n  response 
t o  t h i s  program announcement. 

DEADLINE 

App l i ca t ions  w i l l  be accepted  i n  accordance wi th  t h e  usua l  N I H  r e c e i p t  d a t e s  f o r  new 
a p p l i c a t i o n s .  Deadline d a t e s  are: October 1, February 1, and J u l y  1. 

T h i s  program is desc r ibed  i n  t h e  Catalog o f  Federa l  Domestic Ass i s t ance  No. 2 3 . 3 9 5 ,  
Cancer Treatment Research. Awards w i l l  be made under t h e  a u t h o r i t y  o f  t h e  Pub l i c  
Heal th  S e r v i c e  A c t ,  T i t l e  111, Sec t ion  301 (Pub l i c  Law 73-410, 2s amended; 42 USC 
2 4 1 )  and admin i s t e red  under PHS g r a n t  p o l i c i e s  and Federa l  Regu la t ions  42 CFR P a r t  
52  and 45 CRF P a r t  7 4 .  This  program is  no t  s u b j e c t  t o  t h e  in te rgovernmenta l  review 
requi rements  of Execut ive  Order 12372 o r  Heal th  Systems Agency review. 

USE OF ONCOGENE RELATED PRODUCTS FOR CANCER THERAPY 

P.T. 34;  K.W. -0740015, A -0415000, 0760045, 1002015 

NATIONAL CANCER INSTITUTE 

The B i o l o g i c a l  Response Modif ie rs  Program (BRNP),  Div i s ion  of Cancer Treatment (DCT)
of t h e  Na t iona l  Cancer I n s t i t u t e  ( N C I )  i n v i t e s  g r a n t  a p p l i c a t i o n s  from i n t e r e s t e d  
i n v e s t i g a t o r s  f o r  b a s i c  and a p p l i e d  s t u d i e s  concerned wi th  t h e  use  o f  oncogene
r e l a t e d  p roduc t s  f o r  cancer  t he rapy .  I n  making t h i s  program announcement it is n o t  
t h e  i n t e n t  of t h e  N C I  t o  make o r  imply any d e l i m i t a t i o n  r e l a t e d  t o  b i o l o g i c a l  
response  mod i f i e r s  r e s e a r c h ,  bu t  r a t h e r  t o  s t i m u l a t e  i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  
i n  b i o l o g i c a l  response  mod i f i e r s  r e l a t e d  t o  cancer  t he rapy .  

BACKGROUND 

Th i s  Program Announcement addres ses  use  of oncogene and oncogene-related p roduc t s
f o r  cancer  t he rapy  i n  animal models. A number o f  c e l l u l a r  genes c o l l e c t i v e l y  c a l l e d  
"proto" oncogenes have been i d e n t i f i e d  which are involved i n  t h e  c o n t r o l  o f  c e l l u l a r  

Y 	 p r o l i f e r a t i o n  and d i f f e r e n t i a t i o n  and have been shown t o  be d i r e c t  media tors  o f  c e l l  
t r ans fo rma t ion .  A c t i v a t i o n  o f  t h e s e  c e l l u l a r  genes as oncogenes appears  t o  p l ay  an  

-*#	important r o l e  i n  bo th  i n i t i a t i o n  and maintenance o f  oncogenesis.  Seve ra l  "proto" 
oncogenes have been i d e n t i f i e d  i n  t h e  human genome and a number o f  t h e s e  have been 
found t o  be expressed  i n  t h e  a c t i v a t e d  form i n  v a r i o u s  human tumors. I n  t i s s u e  
c u l t u r e ,  i n h i b i t i o n  o f  oncogene a c t i v i t y  appears  t o  be a s s o c i a t e d ,  i n  s e v e r a l  
i n s t a n c e s ,  wi th  r e v e r s i o n  of  t h e  transformed s ta te .  Where f u n c t i o n a l  p roduc t s  o f  
oncogenes have been descr ibed ,  t hey  have been l o c a l i z e d  t o  t h e  c e l l  membrane,
c y t o s k e l e t a l  elements,  o r  t h e  nuc leus .  These a l l  r e p r e s e n t  a r e a s  where a l t e r a t i o n s  
might be expected t o  l e a d  t o  t h e  expres s ion  o f  a malignant phenotype, such as l a c k  
o f  c o n t a c t  i n h i b i t i o n  and uncon t ro l l ed  ce l l  d i v i s i o n .  Expansion o f  knowledge of how 
b i o l o g i c a l  response  mod i f i e r s  and oncogenes i n t e r a c t  through i n v e s t i g a t o r - i n i t i a t e d
r e s e a r c h  could  provide  u s e f u l  in format ion  f o r  t h e  f u t u r e  unders tanding  o f  how 
oncogenesis is  i n i t i a t e d  and maintained and how i m m u n i t y  m a y  be enhanced towards 
s p e c i f i c  oncogene induced malignancies.  

OBJECTIVES AND SCOPE 

This Program Announcement is in tended  t o  s t i m u l a t e  r e s e a r c h  t h a t  w i l l  develop and 
u t i l i z e  oncogene p roduc t s  o r  r eagen t s  made a g a i n s t  t h e s e  p roduc t s  f o r  t he rapy  i n  
animal model systems. Development of  oncogene o r  oncogene-related p roduc t s  f o r  
t h e r a p e u t i c  e v a l u a t i o n  may involve  use  o f  tumor-associated membrane a n t i g e n s  f o r  
monoclonal an t ibody product ion  and development o f  vacc ines ,  u se  of  monoclonal 
a n t i b o d i e s  d i r e c t e d  a g a i n s t  growth f a c t o r s  o r  growth f a c t o r  r e c e p t o r s  c o n t r o l l e d  by 
o r  encoded by oncogenes o r  a n a l y s i s  of  f a c t o r s  t h a t  i n h i b i t  t h e  a c t i o n  o f  oncogene
products  t h a t  c o n t r o l  c e l l  d i v i s i o n .  Other reasonable  approaches d i r e c t e d  toward 
cancer  t he rapy  employing oncogene o r  oncogene-related p roduc t s  o r  r e l a t e d  r e a g e n t s
wi th  an t i tumor  p o t e n t i a l  may be proposed. S t u d i e s  may involve  t h e  i s o l a t i o n  and 
c h a r a c t e r i z a t i o n  o f  t h e s e  p roduc t s  f o r  t h e  purpose of  e v a l u a t i n g  t h e i r  a b i l i t y  t o  
modify or a l t e r  tumor i n i t i a t i o n ,  growth and/or me tas t a ses  as w e l l  as s t i m u l a t i n g
c y t o t o x i c i t y  i n  v ivo  o r  i n  v i t r o  through a c t i v a t i o n  o f  macrophages, c y t o t o x i c  T 
ce l l s  o r  natural  k i l l e r  cells .  Addi t iona l  p roposa l s  i nvo lv ing  s t u d i e s  on how 
oncogene o r  oncogene-related products  may i n t e r f e r e  wi th  s p e c i f i c  immune f u n c t i o n s  
will also be cons idered .  Therapeut ic  p o t e n t i a l  may be eva lua ted  i n  t h e  t r ea tmen t  o f  
t r a n s p l a n t e d ,  induced o r  spontaneous animal tumors o r  human tumor x e n o g r a f t s  i n  nude 
athymic mice o r  rats.  

ww STAFF CONTACT 

For f u r t h e r  in format ion ,  i n v e s t i g a t o r s  are encouraged t o  c o n t a c t :  
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D r .  C a r l  M .  Pinsky, Chief 

B i o l o g i c a l  Resources Branch 

B i o l o g i c a l  Response Modif ie rs  Program

Div i s ion  o f  Cancer Treatment 

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

Frede r i ck  Cancer Research F a c i l i t y 

Bui ld ing  426 - Room 1 

Frede r i ck ,  MD 21701-1013 

Telephone: (301)  695-1098 


METHOD OF APPLYING 


Non-profit 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 ,  governments and t h e i r  agencies ,  f o r  

p r o f i t  o r g a n i z a t i o n s ,  and i n d i v i d u a l s  are e l i g i b l e  t o  apply .  App l i ca t ions  should be 

submi t ted  on form PHS 398, which is a v a i l a b l e  i n  t h e  g r a n t s  and c o n t r a c t s  b u s i n e s s  

o f f i c e  a t  most academic and r e s e a r c h  i n s t i t u t i o n s  o r  from t h e  Office o f  Grants 

I n q u i r i e s ,  D iv i s ion  o f  Research Grants (DRG) ,  N I H .  I n  space  112 on t h e  first page o f  

t h i s  form, i n d i c a t e  t h e  t i t l e  o f  t h e  Program Announcement. 


The o r i g i n a l  and s i x  c o p i e s  o f  t h e  a p p l i c a t i o n  should be s e n t  o r  d e l i v e r e d  t o r  


Appl i ca t ion  Rece ip t  Office _ - 


Div i s ion  o f  Research Grants 

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

Westwood Bui ld ing ,  Room 240 

Bethesda, MD 20892 


I n  o r d e r  t o  a l e r t  t h e  DCT t o  t h e  submission of  a p p l i c a t i o n s  wi th  primary t h r u s t  

d i r e c t e d  t o  b i o l o g i c a l  response mod i f i e r s  r e sea rch ,  a p p l i c a n t s  are encouraged t o  

send a b r i e f  l e t t e r  of  i n t e n t  t o  D r .  Pinsky. 


Appl i ca t ions  i n  response  t o  t h i s  announcement w i l l  be reviewed i n  accordance wi th  

t h e  u s u a l  Nat iona l  I n s t i t u t e s  of  Heal th  ( N I H )  peer  review procedures .  They w i l l  

first 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

mostly o f  non-Federal s c i e n t i f i c  c o n s u l t a n t s .  Following t h i s  i n i t i a l  review, t h e  

a p p l i c a t i o n  w i l l  be eva lua ted  f o r  program re levance  by an  a p p r o p r i a t e  Nat iona l  

Advisory Council/Board. The review c r i t e r i a  cus tomar i ly  employed by t h e  N I H  f o r  

r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  w i l l  p r e v a i l .  A l l  PHS and N I H  g r a n t  p o l i c i e s 

governing r e g u l a r  r e s e a r c h  p r o j e c t  g r a n t s  apply t o  a p p l i c a t i o n s  r ece ived  i n  response  

t o  t h i s  program announcement. 


DEADLINE 

App l i ca t ions  w i l l  be accepted  i n  accordance wi th  t h e  usua l  N I H  r e c e i p t  d a t e s  f o r  new 
a p p l i c a t i o n s .  Deadline d a t e s  are:  October 1,  February 1,  June 1 .  

T h i s  program is desc r ibed  i n  t h e  Catalog o f  Federa l  Domestic Ass i s t ance  No. 13.395,
Cancer Treatment Research. Awards w i l l  be made under t h e  a u t h o r i t y  o f  t h e  P u b l i c  
Heal th  S e r v i c e  A c t ,  T i t l e  111, S e c t i o n  301 (Pub l i c  Law 78-410, as amended; 42 USC 
241) and admin i s t e red  under PHS g r a n t  p o l i c i e s  and Federa l  Regula t ions  42 CFR P a r t  
52 and 45 CFR P a r t  74. This  program is no t  s u b j e c t  t o  t h e  intergovernmental  review 
requi rements  of Executive Orde r  12372 o r  H e a l t h  Systems Agency r e v i e w .  

10 “U .5 .  G O V E R N M E N T  P R I N T I N G  OFFICE:1936-491-284:40002 


