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NOTICES 

N I H  REGIONAL WORKSHOPS ON IMPLEMENTATION OF THE PHS POLICY 
ON HUMANE CARE AND USE OF LABORATORY ANIMALS 

** P.T. 42; K.W.  1014002, 1014003, 0201011 

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

The Nat ional  I n s t i t u t e s  of Heal th ,  Office f o r  P ro tec t ion  from Research Risks,
is  cont inuing  t o  sponsor a series o f  workshops i n  implementing t h e  r e v i s e d  
Publ ic  Heal th  Se rv ice  Pol icy  on t h e  Humane Care and U s e  of  Laboratory Animals. 
The workshops are open t o  i n s t i t u t i o n a l  admin i s t r a to r s ,  members o f  animal care 
and use  committees, l a b o r a t o r y  animal v e t e r i n a r i a n s ,  i n v e s t i g a t o r s  and o t h e r  
i n s t i t u t i o n a l  s ta f f  who have r e s p o n s i b i l i t y  f o r  h igh-qual i ty  management o f  
sound i n s t i t u t i o n a l  animal care and use  programs. 

Date: September 14-15, 1987 

Location: Minneapolis, Minnesota 


Contact : 


Cynthia S .  G i l l e t t ,  DVM 

Research Animal Resources 

Divis ion  o f  Comparative Medicine 

Box 351 UMHC 

Univers i ty  o f  Minnesota 

Minneapolis, Minnesota 55455 

Telephone: (612) 624-4625 


Date: January 28-29, 1988 

Location: Albuquerque, N e w  Mexico 


Contact : 


M s .  Rynda Gibbs 

Univers i ty  of  N e w  Mexico School of  Medicine 


r-	 Continuing Medical Education 
815 Vassar N.E.  
Albuquerque, N e w  Mexico 87131 
Telephone: (505) 277-3942 

Other workshops are being planned and w i l l  be announced i n  f u t u r e  i s s u e s  o f  
t h e  N I H  Guide f o r  Grants  and Cont rac ts .  

For a d d i t i o n a l  information con tac t  : 

Ms. R o b e r t a  Garf inkle  

Executive Ass i s t an t  f o r  Animal Welfare Education 

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

Off i ce  o f  F ro tec t ion  from Research Risks 

Building 31, Room 4B09 

Bethesda, Maryland 20892 


DATED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

CORONARY HEART DISEASE AND STROKE I N  PEOPLE AGED 65 TO 84 
YEARS - ULTRASOUND READING CENTER 

RFP AVAILABLE: NHLBI-HC-87-06 

P.T. 34; K.W. 0715040, 0785055, 0607024 
National  Heart, Lung, and Blood I n s t i t u t e  

The Epidemiology and Biometry Research Program, DECA, NHLBI ,  seeks an 
u l t rasound reading  c e n t e r  f o r  a p r o j e c t  i n  which fou r  f i e l d  c e n t e r s  w i l l  
r e c r u i t ,  examine, and fol low a t o t a l  of  5000 men and women (1250 i n  each 
c e n t e r ) ,  aged 65 t o  84 yea r s  a t  t h e  b a s e l i n e  examination i n  a p rospec t ive

*-	 s tudy  of  coronary h e a r t  d i s e a s e s  and s t r o k e .  The u l t rasound reading  c e n t e r  
w i l l  develop a p ro toco l  f o r  c o l l e c t i o n  of  u l t rasound d a t a  a t  t h e  fou r  f i e l d  
c e n t e r s  and perform p r e c i s e  measures o f  c a r o t i d  a r t e r y  lumen and l e s i o n  
f e a t u r e s .  
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I n  a d d i t i o n  t o  t h i s  RFP f o r  t h e  Ultrasound Reading Center ,  s e p a r a t e  RFPs have 

been announced f o r  t h e  Coordinat ing Center ,  t h e  F i e l d  Centers ,  t h e  

Echocardiography Reading Center and t h e  Cen t ra l  Blood Analysis  Laboratory.  


RFP NHLBI-HC-87-06 f o r  t h e  Ultrasound Reading Center w i l l  be a v a i l a b l e  on o r  

about August 28, 1987, wi th  proposa ls  due on o r  about October 28, 1987. One 

award is a n t i c i p a t e d .  Your w r i t t e n  r eques t  should inc lude  t h r e e  mai l ing 

l a b e l s ,  se l f -addressed ,  and must c i t e  RFP No. NHLBI-HC-87-06. 


Requests f o r  cop ie s  o f  t h e  RFP should be s e n t  t o :  


Bet ty  Nordan 

Contrac t ing  Officer f o r  Epidemiology and 

Biometry Research Program,

ECA Cont rac ts  Sec t ion  

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

Federa l  Bldg. ,  Room 3C16 

Bethesda, MD 20892 


MANIPULATION OF THE SUPPRESSOR ARM OF THE IMMUNE RESPONSE 

DIRECTED TOWARDS SUCCESSFUL HUMAN IMMUNOTHERAPY 


RFA AVAILABLE: 87-CA-30 


P.T. 34; K.W. 0745045,.0710060, 0755015 


National  Cancer I n s t i t u t e  


Appl ica t ion  Receipt  Date: November 16, 1987 


The Divis ion  o f  Cancer Treatment o f  t h e  Nat ional  Cancer I n s t i t u t e  ( N C I ) 

i n v i t e s  g ran 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 b a s i c  and app l i ed 

s t u d i e s  t o  i n v e s t i g a t e  manipulat ion of  t h e  suppressor  arm o f  t h e  immune 

response d i r e c t e d  toward success fu l  human immunotherapy. 


BACKGROUND INFORMATION 

The immune system is h igh ly  complex, composed o f  d i f f e r e n t  t ypes  o f  ce l l s  
l o c a t e d  i n  va r ious  c e n t r a l  and p e r i p h e r a l  lymphoid organs.  The complex
immunologic network can affect ,  among o t h e r  responses ,  t h e  growth o f  cancer  
c e l l s .  I n  c e r t a i n  animal models, tumors can be demonstrated t o  be a n t i g e n i c
and t o  be  r e j e c t e d  on t h e  b a s i s  of  immune responses  t o  t h e s e  a n t i g e n s .  Th i s  
p o t e n t i a l l y  b e n e f i c i a l  hos t  response can,  however, be i n h i b i t e d  by t h e  
development of suppressor  func t ions ,  which may be p re sen t  as p a r t  o f  t h e  
normal phys io logic  process  by which immune responses  are r egu la t ed .  Thus, a 
tumor which could o therwise  be r e j e c t e d  escapes  immunologic e l imina t ion  
because o f  t h e  normal i n h i b i t o r y  r e g u l a t o r y  system. 

Seve ra l  groups have i d e n t i f i e d  t h e  subtypes o f  suppressor  lymphocytes i n  
animal models and have demonstrated t h a t  t h e  suppressor  arm o f  t h e  immune 
response can be abol i shed  o r  diminished with s i g n i f i c a n t  anti-tumor effects .  
A s  e l egan t  as t h e s e  s t u d i e s  are, however, t hey  are, neve r the l e s s ,  very
d i f f i c u l t  t o  t r a n s l a t e  i n t o  p r a c t i c a l  therapy  f o r  cancer  p a t i e n t s .  It is  very
hard  t o  e s t a b l i s h  whether i nd iv idua l  tumors i n  humans are an t igen ic ,  a 
c r i t i c a l  po in t  s i n c e  it is  p r i n c i p a l l y  with a n t i g e n i c  tumors t h a t  s p e c i f i c  
suppressor  modulation might be expected t o  be s u c c e s s f u l .  The d e t a i l e d  mode 
o f  a c t i o n  of c e r t a i n  agen t s  such as cyclophosphamide which affect  t h e  
suppressor  arm o f  t h e  immune response are poor ly  understood. Convincing i n  
v i t r o  systems t h a t  measure suppressor  e f f e c t s  i n  cancer  tumor systems are 
rare, and most of  t h e  animal models t h a t  measure suppressor  c e l l  phenomena do 
so by i n  v ivo  measurement o f  progress ive  tumor growth. F i n a l l y ,  i n  animal 
models, t h e  i n h i b i t i o n  o f  suppressor  c e l l  func t ion  can only  be c a r r i e d  out  i n  
a p r e c i s e l y  timed manner with regard  t o  t h e  growth o f  tumor, a r e s t r i c t i o n  no t  
e a s i l y  p o s s i b l e  i n  humans. Despi te  all t h e s e  d i f f i c u l t i e s ,  a t t empt s  t o  
r e g u l a t e  t h e  suppressor  phase of  t h e  immune response i n  humans so as t o  
achieve a success fu l  anti-tumor effect ,  should be i n v e s t i g a t e d .  

RESEARCH GOALS AND SCOPE 

The goa l  of  t h i s  r e sea rch  is t o  o b t a i n  information from p r e c l i n i c a l  systems
t h a t  would l e a d  t o  success fu l  manipulat ion of  t h e  suppressor  a r m  of  t h e  immune 
response so as t o  enhance a d e s t r u c t i v e  immunologic a t t a c k  on malignant 
tumors. N e w  agents  t h a t  can decrease  suppressor  ce l l s  should be sought .  
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Known examples of such agents  inc lude  cyclophosphamide, c imet id ine ,
cyclooxygenase i n h i b i t o r s  and deoxyguanosine. The c e l l u l a r  and molecular 
mechanisms o f  a c t i o n  of  such agents  should be explored.  For reasons  which are 
unc lea r ,  suppressor  T c e l l  s u b s e t s  appear t o  be more s u s c e p t i b l e  than  e f f e c t o r  
T c e l l  s u b s e t s  t o  a number of t h e s e  agen t s .  Also d e s i r a b l e  would be t h e  
es tab l i shment  of  innovat ive  animal models t o  explore  t h e  r o l e  o f  suppressor

*I 	 c e l l s  i n  cancer  b io logy .  This  could inc lude  therapy  o f  u l t r a v i o l e t  (w)
radia t ion- induced  and carcinogen-induced autochthonous tumors.  For example,
W r a d i a t i o n  i n  vivo suppresses  t h e  immune response sys t emica l ly .
I n v e s t i g a t i o n  of t h e  mechanism(s1 by which t h i s  occurs  could provide
information about how suppressor  ce l l s  are produced i n  v ivo .  I n  o r d e r  t o  be 
respons ive  t o  t h i s  RFA, t h e  a p p l i c a t i o n  should inc lude  some experiments  which 
are  designed t o  demonstrate cancer  r eg res s ion  i n  a therapy  model. Although
t h e  major i n t e n t  o f  t h i s  RFA is t o  encourage p r e c l i n i c a l  modeling s t u d i e s ,
a p p r o p r i a t e l y  designed c l i n i c a l  t r i a l s ,  based on p r e c l i n i c a l  da t a ,  would a l s o  
be accepted .  

MECHANISM OF SUPPORT 

Support f o r  t h i s  program w i l l  be through t h e  t r a d i t i o n a l  r e sea rch  g ran t  (Ro l l .
P o l i c i e s  t h a t  govern r e sea rch  g ran t  programs o f  t h e  Nat ional  I n s t i t u t e s  o f  
Heal th  w i l l  p r e v a i l .  

REVIEW PROCEDURES AND CRITERIA 

Appl ica t ions  i n  response t o  t h i s  announcement w i l l  be reviewed i n  accordance 

with  t h e  usua l  Publ ic  Heal th  Se rv ice  peer  review procedures  f o r  r e sea rch  

gran t s ,  i . e . ,  an appropr i a t e  review panel  c o n s i s t i n g  p r imar i ly  o f  non-Federal 

employees convened by t h e  Div is ion  o f  Extramural A c t i v i t i e s ,  N C I .  Secondary

review f o r  programmatic re levance  w i l l  be by t h e  Nat ional  Cancer Advisory

Board. The p resen t  RFA announcement is f o r  a s i n g l e  competi t ion with a 

s p e c i f i e d  deadl ine  o f  November 16, 1987 f o r  r e c e i p t  of  a p p l i c a t i o n s .  The 

i n t e n t  is t o  fund 4-5 p r o j e c t s .  A l l  a p p l i c a t i o n s  w i l l  be eva lua ted  by a 

s i n g l e  review panel  i n  accordance wi th  t h e  review c r i t e r i a .  Future  renewal 

a p p l i c a t i o n s  w i l l  no t  compete f o r  earmarked funds.  In s t ead ,  a l l  renewal 

a p p l i c a t i o n s  w i l l  be considered as u n s o l i c i t e d  g ran t  a p p l i c a t i o n s  which w i l l  

compete with a l l  o t h e r  u n s o l i c i t e d  a p p l i c a t i o n s  rece ived  by N I H .  


Review c r i t e r i a  inc lude  s i g n i f i c a n c e  and o r i g i n a l i t y  o f  t h e  r e sea rch  goa l s  and 

approaches and respons iveness  t o  t h e  goa l s  o f  t h e  RFA; f e a s i b i l i t y  of t h e  

r e sea rch  and adequacy o f  experimental  design;  t r a i n i n g ,  exper ience ,  and 

r e sea rch  competence o f  t h e  i n v e s t i g a t o r ( s 1 ;  adequacy o f  a v a i l a b l e  f a c i l i t i e s ; 

provis ion  f o r  t h e  adequacy o f  p r o t e c t i o n  o f  human s u b j e c t s ,  t h e  humane care of 

animals and appropr i a t eness  o f  t h e  reques ted  budget t o  t h e  work proposed. The 

a p p l i c a t i o n  w i l l  be eva lua ted  a l s o  f o r  responsiveness  t o  t h e  r e sea rch  goa l s  o f  

t h e  RFA by t h e  B io log ica l  Response Modif iers  Program, N C I .  Appl ica t ions  which 

a r e  judged a s  unresponsive t o  t h e  RFA w i l l  be considered wi th  o t h e r  

u n s o l i c i t e d  g r a n t  a p p l i c a t i o n s  reviewed dur ing  t h e  next  N I H  review cyc le .  


Requests f o r  cop ie s  o f  t h e  RFA i n  its expanded form should be addressed t o r  


D r .  I ra  Green 

Bio log ica l  Resources Branch 

BRMP, DCT, NCI-FCRF 

Bui ld ing  426, Room 1 

Freder ick ,  MD 21701-1013 

Telephone: (301)  698-1098 


Appl ica t ions  must be submit ted us ing  Form 398 (Rev. 9/86) .  The RFA l a b e l  
contained i n  t h e  a p p l i c a t i o n  k i t  must be a f f i x e d  t o  t h e  bottom of t h e  face 
page of t h e  o r i g i n a l  copy o f  t h e  a p p l i c a t i o n .  F a i l u r e  t o  use  t h i s  l a b e l  could 
r e s u l t  i n  delayed process ing  and review o f  your a p p l i c a t i o n .  

IMMUNOLOGIC INVESTIGATION OF MULTI DRUG-RESISTANCE OF 
NEOPLASTIC CELLS 

P.T. 34; K.W. 0745005, ,0710070 

RFA AVAILABLE: 87-CA-28 

Nat ional  Cancer I n s t i t u t e  

Appl ica t ion  Receipt  Date: November 16, 1987 

The Div is ion  o f  Cancer Treatment o f  t h e  Nat ional  Cancer I n s t i t u t e  ( N C I )
i n v i t e s  g ran 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  f o r  immunologic i n v e s t i g a t i o n  o f  multi-drug r e s i s t a n c e  o f  n e o p l a s t i c
c e l l s .  
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BACKGROUND INFORMATION 

Cytotoxic  chemotherapy is  a major form of  c l i n i c a l  cancer  t rea tment ,  and much 
progress  has  been made us ing  chemotherapeutic agen t s .  Nevertheless ,  t h e  
emergence o f  d rug- re s i s t an t  cancer  c e l l s  dur ing  t h e  course  o f  chemotherapy
cont inues  t o  be a major problem. During t h e  p a s t  10 yea r s ,  a new system,
termed multi-drug c r o s s  r e s i s t a n c e  IMDR), has  been def ined  which, i n  p a r t ,
exp la ins  a major a spec t  o f  t h e  drug r e s i s t a n c e  o f  cancer  ce l l s .  When a tumor 
c e l l  becomes r e s i s t a n t  t o  one class o f  drug, u s u a l l y  a n a t u r a l  product ,  t h e  
same c e l l  a l s o  demonstrates  r e s i s t a n c e  t o  another  class of  un re l a t ed  drugs,
inc luding  s y n t h e t i c  compounds. Th i s  t ype  of  r e s i s t a n c e  is  due t o  t h e  
increased  ce l l  membrane express ion  of  a 170,000 d a l t o n  g lycopro te in  which 
c o n t r o l s  t h e  pe rmeab i l i t y  and e f f l u x  o f  drugs from t h e  c e l l  such t h a t  c e l l s  
wi th  a l a r g e  amount of t h i s  p r o t e i n  are a b l e  t o  expel  t h e  drug a t  a fas ter  
ra te .  The p r o t e i n  has  been c a l l e d  t h e  P-glycoprotein (P-170). The gene f o r  
P-170 has  been cloned and t h e  amino a c i d  sequence o f  t h e  p r o t e i n  is known. 
Exac t ly  how t h e  presence of  increased  amounts of  P-170 i n  t h e  c e l l  membrane of 
r e s i s t a n t  ce l l s  l e a d s  t o  decreased drug concen t r a t ion  wi th in  t h e  c e l l  remains 
t o  be f u l l y  understood.  

Recently,  s e v e r a l  groups have produced monoclonal an t ibod ie s  t o  P-170. These 
a n t i b o d i e s  can be used t o  i d e n t i f y  ce l l s  and t i s s u e s  bear ing  increased  amounts 
of P-170 and t o  affect  t h e  func t ion  of  P-170. 

RESEARCH GOALS AND SCOPE 

The goa l  of t h i s  r e sea rch  is t o  develop immunologic methods t h a t  w i l l  l e a d  t o  
a f u r t h e r  understanding of  t h e  mechanism of  a c t i o n  o f  P-170 and t o  i n t e r f e r e  
wi th  i t s  func t ion  on cancer  ce l l s  with t h e  long-term a i m  of  producing
favorab le  c l i n i c a l  t h e r a p e u t i c a l  e f f e c t s .  

S t u d i e s  are encouraged which w i l l :  (1) produce new monoclonal a n t i b o d i e s  
(MoAbs) a g a i n s t  P-170; (2) i d e n t i f y  the f u n c t i o n a l  domains o f  P-170 by
product ion of monoclonal an t ibod ie s  t o  polypept ides  from d i f f e r e n t  domains o f  
t h e  molecule and t e s t i n g  o f  t h e s e  a n t i b o d i e s  f o r  e f f e c t i v e n e s s  i n  i n h i b i t i n g
growth o f  multi-drug r e s i s t a n t  ce l l s  and drug binding o r  drug e f f l u x  from 
ce l l s ;  (3)  use monoclonal an t ibod ie s  t o  s tudy  r ecep to r  func t ion  o f  P-170; he re  
t h e  f a t e  of t h e  drug P-170 conjugate ,  exocytos is ,  coated p i t  l o c a l i z a t i o n ,
breakdown of t h e  conjugate  and P-170 r ecyc l ing  should be examined; (4)t o  
i n v e s t i g a t e  how o t h e r  drugs,  e . g . ,  C a  channel blocking agents  which can 
p a r t i a l l y  overcome MDR i n t e r a c t  wi th  P-170; e . g . ,  w i l l  c e r t a i n  MoAbs b lock  t h e  
a s s o c i a t i o n  between C a  channel blocking agen t s  and P-170?; ( 5 )  t o  use  MoAbs t o  
e s t a b l i s h  i f  P-170 molecules e x i s t  as a fami ly  o f  molecules;  ( 6 )  t o  use MoAbs 
t o  i n h i b i t  growth o f  human d rug- re s i s t an t  xenogra f t s  i n  a s u i t a b l e  nude mouse 
model system; ( 7 )  use MoAbs t o  sc reen  tumor t i s s u e s  t o  c o r r e l a t e  e l eva ted  
l e v e l s  o f  P-170 wi th  drug r e s i s t a n c e  i n  p a t i e n t s ;  ( 8 )  t o  t es t  P-170 as a 
t a r g e t  f o r  therapy  with MoAbs coupled t o  t o x i n s  o r  t o  I131 i n  v i t r o  and i n  
animal models with t h e  u l t i m a t e  a i m  of  use  i n  p a t i e n t  therapy;  and ( 9 )  t o  
develop T-ce l l  and o t h e r  t y p e s  o f  cel l -mediated immunity t o  P-170 bear ing
ce l l s  i n  animal models and i n  v i t r o .  

MECHANISM OF SUPPORT 

Support  f o r  t h i s  program w i l l  be through t h e  t r a d i t i o n a l  r e sea rch  g r a n t  (R01).
P o l i c i e s  t h a t  govern r e sea rch  g ran t  programs o f  t h e  Nat ional  I n s t i t u t e s  o f  
Heal th  w i l l  p r e v a i l .  

REVIEW PROCEDURES AND CRITERIA 

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  Pub l i c  Heal th  Se rv ice  peer  review procedures  f o r  r e sea rch  
g r a n t s ,  i . e . ,  an appropr i a t e  review panel  c o n s i s t i n g  p r imar i ly  of  non-Federal 
employees convened by t h e  Div is ion  o f  Extramural A c t i v i t i e s ,  N C I .  Secondary
review f o r  programmatic re levance  w i l l  be by t h e  Nat ional  Cancer Advisory
Board. The p resen t  RFA announcement is f o r  a s i n g l e  competi t ion wi th  a 
s p e c i f i e d  dead l ine  o f  November 16, 1987 f o r  r e c e i p t  o f  a p p l i c a t i o n s .  The 
i n t e n t  is t o  fund 3-5 p r o j e c t s .  A l l  a p p l i c a t i o n s  w i l l  be eva lua ted  by a 
s i n g l e  review panel  i n  accordance with t h e  review c r i t e r i a .  Future  renewal 
a p p l i c a t i o n s  w i l l  no t  compete f o r  earmarked funds.  In s t ead ,  a l l  renewal 
a p p l i c a t i o n s  w i l l  be considered as u n s o l i c i t e d  g r a n t  a p p l i c a t i o n s  which w i l l  
compete wi th  a l l  o t h e r  u n s o l i c i t e d  a p p l i c a t i o n s  rece ived  by N I H .  
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Review c r i t e r i a  inc lude  s i g n i f i c a n c e  and o r i g i n a l i t y  o f  t h e  r e sea rch  goa l s  and 

approaches and responsiveness  t o  t h e  g o a l s  of  t h e  RFA; f e a s i b i l i t y  of t h e  

r e sea rch  and adequacy of experimental  design;  t r a i n i n g ,  experience,  and 

r e sea rch  competence o f  t h e  i n v e s t i g a t o r ( s 1 ;  adequacy o f  a v a i l a b l e  f ac i l i t i e s ; 

p r o v i s i n  fa r  t h e  adequacy of  p r o t e c t i o n  of  human s u b j e c t s ,  humane care o f  

animals and appropr i a t eness  of  t h e  reques ted  budget t o  t h e  work proposed. The 

a p p l i c a t i o n  w i l l  be eva lua ted  a l s o  f o r  responsiveness  t o  t h e  r e sea rch  goa l s  o f  

t h e  RFA by t h e  B io log ica l  Response Modif iers  Program, N C I .  Appl ica t ions  which 

are judged as unresponsive t o  t h e  RFA w i l l  be considered with o t h e r  

u n s o l i c i t e d  g ran t  a p p l i c a t i o n s  reviewed dur ing  t h e  next N I H  review cyc le .  


Requests f o r  cop ie s  of t h e  RFA i n  i t s  expanded form should be addressed t o :  


D r .  I ra  Green 

Bio log ica l  Resources Branch 

BRMP, DCT, NCI-FCRF 

Building 426, Room 1 

Freder ick ,  MD 21701-1013 

Telephone: (301) 698-1098 


Appl ica t ions  must be submit ted us ing  Form 398 (Rev. 9/86) .  The RFA l a b e l  

conta ined  i n  t h e  a p p l i c a t i o n  k i t  must be a f f i x e d  t o  t h e  bottom o f  t h e  face 

page of t h e  o r i g i n a l  copy o f  a p p l i c a t i o n .  F a i l u r e  t o  use t h i s  l a b e l  could 

r e s u l t  i n  delayed process ing  and review o f  your a p p l i c a t i o n .  


PROTECTION OF BONE MARROW AGAINST THE EFFECTS OF CYTOTOXIC 

DRUGS AND X-IRRADIATION 


RFA AVAILABLE: 87-CA-29 

P.T. 34; K.W. 0705005, 0755020, 0785190, 0745005 

Nat ional  Cancer I n s t i t u t e  

Appl ica t ion  Receipt  Date : November 16, 1987 

The Div is ion  o f  Cancer Treatment o f  t h e  Nat ional  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  t o  i n v e s t i g a t e  p r o t e c t i o n  of  bone marrow a g a i n s t  t h e  effects o f  

‘*I cy to tox ic  drugs and X- i r r ad ia t ion .  

BACKGROUND INFORMATION 

One of  t h e  l i m i t i n g  f e a t u r e s  o f  cancer  treatment us ing  s tandard  cancer 
chemotherapy and X- i r r ad ia t ion  is  damage t o  t h e  bone marrow l ead ing  t o  t h e  
absence o f  p e r i p h e r a l  blood and t i s s u e  leukocytes  necessary  f o r  hos t  defense  
aga ins t  i n f e c t i o u s  agen t s .  I n  a d d i t i o n ,  such damage t o  bone marrow causes  
f a i l u r e  of  RBC and p l a t e l e t  product ion.  Various agen t s  p r o t e c t  t h e  bone 
marrow a g a i n s t  some o f  t h e s e  d e l e t e r i o u s  effects .  Recent pre l iminary  s t u d i e s  
wi th  cy tokines  such as IL-1, G-CSF, GM-CSF, IL-2 and g a m m a  i n t e r f e r o n  have 
ind ica t ed  t h a t  t h e s e  can a l s o  p r o t e c t  a g a i n s t  t h e  de t r imen ta l  effects  of 
X-i r r ad ia t ion  and of chemotherapy. The d e t a i l e d  mechanism o f  a c t i o n  and f u l l  
p o t e n t i a l  o f  t h e s e  agen t s  are s t i l l  t o  be explored .  

RESEARCH GOALS AND SCOPE 

To develop b a s i c  p r e c l i n i c a l  information t h a t  w i l l  a i d  i n  t h e  development o f  
c l i n i c a l  use  of  bone marrow p r o t e c t i n g  agen t s  i n  cancer  therapy .  Th i s  RFA is 
intended t o  f o s t e r  r e sea rch  i n  animal models t o  explore  t h e s e  ques t ions .
Models i n  which normal animals o r  tumor-bearing animals are t r e a t e d  with 
s tandard  an t i -cancer  t rea tment  and then  t r e a t e d  with bone marrow p r o t e c t i n g  
agents  a t  va r ious  times r e l a t i v e  t o  t h e  s t anda rd  therapy  would provide u s e f u l  
information p r i o r  t o  human use o f  such s t r a t e g i e s .  De ta i l ed  s t u d i e s  o f  
pe r iphe ra l  blood and organ counts  of  va r ious  hematopoiet ic  c e l l  t ypes  would be 
ind ica t ed .  Also,  colony-forming a b i l i t i e s  o f  ce l l s  contained wi th in  bone 
marrow and o t h e r  blood-forming organs should be  performed. The above could 
a l s o  be i n t e g r a t e d  with i n  v i t r o  models o f  hematopoiesis ,  such as Dexter 
and/or Witte-Whitlock c u l t u r e s .  Such c u l t u r e s  could a l s o  be employed t o  s tudy
effects  of  lymphokines and/or o t h e r  bone marrow p r o t e c t i n g  agen t s  a t  a 
c e l l u l a r  and molecular l eve l  on hematopoiesis  and on stromal ce l l s  and t h e i r  
i n t e r a c t i o n  with hematopoiet ic  p rogen i to r  ce l l s .  Considering t h a t  many
p a t i e n t s  who r ece ive  cancer  therapy  d i e  as a r e s u l t  o f  i n f e c t i o u s  d i sease ,  t h e  
p o s s i b l e  effects  o f  bone marrow p r o t e c t i n g  agents ,  i n  p a r t i c u l a r  lymphokines 

1-v 	 such as t h e  CSFs, on i n f e c t i o u s  d i s e a s e  could a l s o  be s t u d i e d  i n  t h e  above 
mentioned animal models. 
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Also encouraged would be t h e  s tudy  of  combinations o f  known lymphokines and 

CSFs and o t h e r  p r o t e c t i n g  agents ,  and t h e  d iscovery  of  e n t i r e l y  new 

lymphokines and b i o l o g i c  response modi f ie rs  t h a t  might mediate such e f fec ts .  

The d iscovery  of  any def ined  agent  of  any kind t h a t  could have s imilar  

p r o t e c t i v e  effects  on bone marrow would be h igh ly  d e s i r a b l e .  F i n a l l y ,  s i n c e  

o t h e r  r a p i d l y  p r o l i f e r a t i n g  t i s s u e ,  such as ce l l s  of  t h e  g a s t r o i n t e s t i n a l  ~-
t r ac t ,  is a l s o  damaged by cancer  chemotherapy and X- i r rad ia t ion ,  t h e  

p r o t e c t i v e  effects  of  t h e  above agen t s  o r  o f  o t h e r  agen t s  could be explored i n  

t h i s  regard .  


While exp lo r ing  mechanisms o f  p r o t e c t i v e  a c t i o n ,  it i s  extremely important i n  

t h e s e  a p p l i c a t i o n s  t h a t  endpoin ts  measuring an t i -cancer  effects  should a l s o  be 

included.  


MECHANISM OF SUPPORT 


Support  f o r  t h i s  program w i l l  be through t h e  t r a d i t i o n a l  r e sea rch  g ran t  (Ro l l . 

P o l i c i e s  t h a t  govern Liesearch g ran t  programs of t h e  Nat ional  I n s t i t u t e s  o f  

Heal th  w i l l  p r e v a i l .  


REVIEW PROCEDURES AND CRITERIA 


Appl ica t ions  in response t o  t h i s  announcement w i l l  be reviewed i n  accordance 

with  t h e  usua l  Publ ic  Heal th  Serv ice  peer  review procedures  f o r  r e sea rch  

g r a n t s ,  i . e .  an appropr i a t e  review panel  c o n s i s t i n g  p r imar i ly  o f  non-Federal 

employees convened by t h e  Div is ion  of  Extramural A c t i v i t i e s ,  N C I .  Secondary

review f o r  programmatic re levance  w i l l  be by t h e  Nat ional  Cancer Advisory

Board. The p resen t  RFA announcement is f o r  a s i n g l e  competi t ion wi th  a 

s p e c i f i e d  dead l ine  of  November 16, 1987 f o r  r e c e i p t  o f  a p p l i c a t i o n s .  The 

i n t e n t  i s  t o  fund 3-5 p r o j e c t s .  A l l  a p p l i c a t i o n s  w i l l  be eva lua ted  by a s i n g l e 

review panel  i n  accordance wi th  t h e  review c r i t e r i a .  Future  renewal 

a p p l i c a t i o n s  w i l l  no t  compete f o r  earmarked funds .  In s t ead ,  a l l  renewal 

a p p l i c a t i o n s  w i l l  be considered as u n s o l i c i t e d  g r a n t  a p p l i c a t i o n s  which w i l l  

compete wi th  a l l  o t h e r  u n s o l i c i t e d  a p p l i c a t i o n s  rece ived  by N I H .  


Review c r i te r ia  inc lude  s i g n i f i c a n c e  and o r i g i n a l i t y  o f  t h e  r e sea rch  goa l s  and 

approaches and respons iveness  t o  t h e  goa l s  o f  t h e  RFA; f e a s i b i l i t y  o f  t h e  

r e sea rch  and adequacy of  experimental  design;  t r a i n i n g ,  experience,  and 

r e sea rch  competence o f  t h e  i n v e s t i g a t o r ( s 1 ;  adequacy of  a v a i l a b l e  f a c i l i t i e s ; 

prov i s ion  f o r  adequacy o f  p r o t e c t i o n  o f  human s u b j e c t s ,  t h e  humane care of  


W.animals  and appropr i a t eness  of  t h e  reques ted  budget t o  t h e  work proposed. The 

a p p l i c a t i o n  w i l l  a l s o  be eva lua ted  f o r  respons iveness  t o  t h e  r e sea rch  goa l s  of  

t h e  RFA by t h e  B io log ica l  Response Modif iers  Program, N C I .  Appl ica t ions  which 

are judged as  unresponsive t o  t h e  RFA w i l l  be considered wi th  o t h e r  

u n s o l i c i t e d  g r a n t  a p p l i c a t i o n s  reviewed dur ing  t h e  next  N I H  review c y c l e .  


Requests f o r  cop ie s  o f  t h e  RFA i n  i t s  expanded form should be addressed t o :  


D r .  Ira Green 

Bio log ica l  Resources Branch 

BRMP, DCT, NCI-FCRF 

Bui ld ing  426, Room 1 

Freder ick ,  MD 21701-1013 

Telephone: ( 3 0 1 )  698-1098 


Appl i ca t ions  must be submit ted us ing  Form 398 (Rev. 9/86) .  The RFA l a b e l  

contained i n  t h e  a p p l i c a t i o n  k i t  must be a f f i x e d  t o  t h e  bottom of  t h e  face 

page o f  t h e  o r i g i n a l  copy o f  t h e  a p p l i c a t i o n .  F a i l u r e  t o  use t h i s  l a b e l  could 

r e s u l t  i n  delayed process ing  and review o f  your a p p l i c a t i o n .  


EVALUATION OF IMPACT OF EARLY CANCER DETECTION: RETROSPECTIVE STUDIES 

RFA AVAILABLE: 87-CA-31 

P.T. 34; K.W. 0745020, 0745055, 1010013 

Nat ional  Cancer I n s t i t u t e  

Appl ica t ion  Receipt  Date: October 23, 1987 

The Div is ion  of  Cancer Prevent ion and Contrdl  (DCPC) of t h e  Nat ional  Cancer 
I n s t i t u t e  ( N C I )  i n v i t e s  g ran t  a p p l i c a t i o n s  from i n v e s t i g a t o r s  i n t e r e s t e d  i n  
e l u c i d a t i n g  one o r  more in te rmedia te  end-points  through ana lyses  o f  e x i s t i n g  II
d a t a  t o  enable  t h e  eva lua t ion  and t o  assess t h e  ex ten t  of  b e n e f i t  of  e a r l y  
cancer  d e t e c t i o n .  
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In te rmedia te  end-points are needed t h a t  can be eva lua ted  r a p i d l y  and r e l i a b l y
and which have a known l i n k  t o  t h e  subsequent development o f  cancer .  These 
end-points w i l l  enable  N C I  t o  eva lua te  t h e  impact of prevent ion  and e a r l y  
cancer  d e t e c t i o n  r e sea rch  without t h e  need f o r  long  t e r m  follow-up and h igh
c o s t  a s s o c i a t e d  wi th  randomized c l i n i c a l  t r i a l  depending s o l e l y  on m o r t a l i t yrrc as an outcome. 

The scope o f  t h i s  RFA is l i m i t e d  t o  t h e  ana lyses  o f  e x i s t i n g  d a t a  bases  i n  
popula t ions  t h a t  have been exposed t o  va r ious  screening  and h e a l t h  maintenance 
procedures  wi th  information concerning e a r l y  de t ec t ion ,  d iagnos is ,  and p a t i e n t
follow-up. 

It is  t h e  i n t e n t  o f  t h i s  RFA t o  i d e n t i f y  in te rmedia te  end-points  t h a t  can be 
used t o  assess t h e  c o n t r i b u t i o n s  of e a r l y  cancer  de t ec t ion ,  whether i n i t i a t e d  
by p a t i e n t  o r  phys ic ian .  

Appl icants  are encouraged t o  submit a l e t t e r  of i n t e n t  and consu l t  wi th  N C I  
program s ta f f  be fo re  submi t t ing  an a p p l i c a t i o n  because o f  t h e  need f o r  a clear 
understanding o f  t h e  cancer  c o n t r o l  r e sea rch  i s s u e s  involved and t o  f a c i l i t a t e  
planning f o r  t h e  review of a p p l i c a t i o n s .  

Nonprofit  and f o r  p r o f i t  i n s t i t u t i o n s  wi th in  t h e  United S t a t e s  are e l i g i b l e  t o  
apply f o r  p r o j e c t  pe r iods  up t o  two yea r s .  It is a n t i c i p a t e d  t h a t  a maximum 
of  fou r  awards w i l l  be made as a r e s u l t  o f  t h i s  RFA. 

Copies o f  t h e  complete RFA may be obta ined  from: 

B i l l  Bunnag, Ph.D. 
Program Di rec to r ,
Ear ly  Detec t ion  Branch, CCO, DCPC 
National  Cancer I n s t i t u t e ,  N I H  
B l a i r  Bui lding,  Room 7A-05 
Bethesda, Maryland 20892-4200 
Telephone: (301) 427-8708 

Appl ica t ions  must be submit ted us ing  Form 398 (Rev. 9/86) .  The RFA l a b e l  
contained must be a f f i x e d  t o  t h e  bottom o f  t h e  face page of t h e  o r i g i n a l  copy
o f  t h e  a p p l i c a t i o n .  F a i l u r e  t o  use t h i s  l a b e l  could r e s u l t  i n  delayed 

'1I
process ing  and review o f  your a p p l i c a t i o n .  

SPECIALIZED CENTERS OF RESEARCH I N :  CORONARY AND VASCULAR D ISEASES;
HEART FAILURE; OR CONGENITAL HEART DISEASE 

RFA AVAILABLE: 87-HL-26-H 

P.T. 04, 34; K.W. 0715040, 0710030 

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

Appl ica t ion  Receipt  Date: May 16, 1988 

The Divis ion  o f  Heart  and Vascular Diseases of t h e  Nat ional  Heart, Lung, and 
Blood I n s t i t u t e  (NHLBI), N I H  announces t h e  a v a i l a b i l i t y  of  a Request f o r  
Appl ica t ions  (RFA) f o r  Spec ia l i zed  Centers  o f  Research (SCOR) i n  Coronary and 
Vascular Diseases; Heart Fa i lu re ;  or Congeni ta l  Heart Disease. Copies of t h e  
RFA and I n s t r u c t i o n s  f o r  t h e  P repa ra t ion  o f  Appl ica t ions  are a v a i l a b l e  from 
staff o f  t h e  NHLBI.  

NHLBI c u r r e n t l y  suppor ts  n ine  Ischemic Heart Disease SCORs. The I n s t i t u t e ,
with t h e  advice  and concurrence of  t h e  Nat iona l  Heart, Lung, and Blood 
Advisory Council ,  t h e  Cardiology Advisory Committee, and t h e  r e sea rch  
community, now p lans  t o  broaden t h e  scope o f  t h e s e  SCORs. This  is  n o t  
intended t o  de-emphasize r e sea rch  on ischemic h e a r t  d i sease ,  but  r a t h e r  t o  
apply t h e  advantages o f  t h e  SCOR mechanism t o  o t h e r  areas o f  card iovascular  
d i s e a s e .  The renewal of t h e  SCOR program w i l l  be focused i n  t h e  fol lowing
card iovascular  d i s e a s e  areas: 

1 Coronary and Vascular  Diseases 

- 2 Heart F a i l u r e  

3 Congenital  Heart Disease 
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The program is  open t o  a l l  i n v e s t i g a t o r s .  A l l  a p p l i c a n t s  must propose both 

b a s i c  and c l i n i c a l  r e sea rch ,  and t h e  r e sea rch  a c t i v i t i e s  of an i n d i v i d u a l  SCOR 

a p p l i c a t i o n  must focus on only one of t h e  t h r e e  areas of ca rd iovascu la r  

d i s e a s e ,  a l though a given i n s t i t u t i o n  may submit a p p l i c a t i o n s  i n  more t h a n  one 

area. It is  a n t i c i p a t e d  t h a t  approximately n i n e  SCORs w i l l  be funded under 

t h i s  RFA. The requirements and formats f o r  a p p l i c a t i o n s  submitted i n  response 

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


John Fakunding, Ph.D. 

or Constance Weinstein,  Ph.D. 

Cardiac Diseases Branch 

Div i s ion  o f  Heart and Vascular Diseases  

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

Federal  Bui lding,  Room 3C06 

Bethesda, Maryland 20892 

Telephone: (301) 496-1081 


Appl i ca t ions  must be submitted us ing  Form 398 (Rev. 9/86) .  The RFA l a b e l  

contained i n  t h e  a p p l i c a t i o n  k i t  must be a f f i x e d  t o  t h e  bottom of t h e  face 

page of t h e  o r i g i n a l  copy o f  t h e  a p p l i c a t i o n .  F a i l u r e  t o  use t h i s  l a b e l  could 

r e s u l t  i n  delayed p rocess ing  and review of your a p p l i c a t i o n .  


PATHOGENESIS OF INTESTINAL DYSFUNCTION I N  AIDS 


RFA AVAILABLE: 87-DK-09 


P.T. 3 4 ;  K.W. 0715120, 0715085, 0785165, 0710030 


National  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases 


Appl i ca t ion  Receipt  Date: November 23, 1987 


PURPOSE 


The Div i s ion  of D iges t ive  Diseases and N u t r i t i o n  ( D D D N )  o f  t h e  Nat ional  

I n s t i t u t e  of Diabetes  and Diges t ive  and Kidney Diseases ( N I D D K )  i n v i t e s  

i n v e s t i g a t o r - i n i t i a t e d  a p p l i c a t i o n s  f o r  r e g u l a r  r e sea rch  p r o j e c t  g r a n t s 

involving mult i - d i s c i p l i n a r y  b a s i c  and c l i n i c a l  r e s e a r c h  aimed a t  e l u c i d a t i n g 

t h e  pathogenesis  of i n t e s t i n a l  dysfunct ion i n  t h e  Acquired Immunodeficiency
Syndrome (AIDS). These s t u d i e s  should provide important information -.I-


concerning t h e  mechanisms of d i s e a s e  p rogres s ion  i n  AIDS and begin t o  

d e l i n e a t e  t h e  s t r a t e g i e s  t h a t  w i l l  be needed t o  manage and t r e a t  t h i s  d i s e a s e  

e f f e c t i v e l y .  


BACKGROUND 

I n  AIDS r e s e a r c h  t o  d a t e ,  t h e  primary emphasis has  been t h e  d e t e c t i o n ,
i d e n t i f i c a t i o n ,  and c h a r a c t e r i z a t i o n  of t h e  v i r a l  c a u s a t i v e  agen t .  However,
t h e  g a s t r o i n t e s t i n a l  man i fe s t a t ions  of AIDS a r e  seve re  and, o f  t h e s e ,  t h e  
wasting syndrome is t h e  one most c l o s e l y  c o r r e l a t e d  with subsequent d e a t h .  

There is  a fundamental i n t e r r e l a t i o n s h i p  between g a s t r o i n t e s t i n a l  dysfunct ion
and t h e  wast ing syndrome i n  AIDS. Immune dysfunct ion r e s u l t s  i n  a n t i g e n  and 
pathogen adherence and p e n e t r a t i o n  i n t o  t h e  mucosa, ch ron ic  v i r a l  and 
mycobacterial  i n f e c t i o n s ,  lymphoprol i ferat ion,  and a p o s s i b l e  autoaggressive
r e a c t i o n .  The r e s u l t i n g  ex tens ive  h i s t o l o g i c  damage i n  t h e  i n t e s t i n a l  t ract  
o f  AIDS p a t i e n t s  l e a d s  t o  n u t r i e n t  malabsorption, i nc reased  l o s s e s  of p r o t e i n s
and o t h e r  n u t r i e n t s ,  and systemic immune s t i m u l a t i o n  from luminal a n t i g e n s .
Consequently, m a l n u t r i t i o n  r e s u l t s ,  i nc lud ing  d e f i c i e n c i e s  o f  e s s e n t i a l  
m i c r o n u t r i e n t s  as w e l l  as s u b s t r a t e s  and energy t o  support  immune responses .
Thus, there is  a nega t ive  feedback of m a l n u t r i t i o n  on t h e  immune d e f i c i e n c y ,
and, presumably, a s e l f - p e r p e t u a t i n g  c y c l e  ensues,  which l e a d s  t o  an observed 
l a c k  o f  i n t e s t i n a l  t i s s u e  r e p l e t i o n  and consequent t e r m i n a l  course,  even i n  
t h e  absence of f u r t h e r  s p e c i f i c  complicat ions.  It i s  conceivable ,  t h e r e f o r e ,
t h a t  i n t e r r u p t i o n  of t h i s  purported v i c i o u s  c y c l e  by, f o r  example, t i s s u e  
r e p l e t i o n  v i a  t o t a l  p a r e n t e r a l  n u t r i t i o n  might affect  morbidi ty  and m o r t a l i t y
and would be an important advance i n  t h e  t r ea tmen t  of AIDS. 



Study o f  t h e  g a s t r o i n t e s t i n a l  t r ac t  is  r e l e v a n t  t o  s t u d i e s  o f  immunodeficiency 
s ta tes ,  s i n c e  t h e  i n t e s t i n e  acts both as a b a r r i e r  a g a i n s t  t h e  environment and 
as t h e  s o l e  organ t o  provide n u t r i t i o n  t o  t h e  body. It is t h e  l a r g e s t
lymphoid organ i n  t h e  body, and lymphoid ce l l s  comprise about 25 per  cen t  o f  
t h e  w e t  weight of t h e  mucosa. I n t e s t i n a l  func t ion  is impaired i n  o t h e r  immune 
d e f i c i e n c i e s .  Loss of  mucosal immunity should l e a d  t o  increased  uptake o f  
an t igens  i n t o  t h e  body and inc rease  t h e  burden on t h e  systemic immune system. 

*-	 This  f a c t o r  may be  r e l evan t  t o  t h e  cons ide ra t ion  o f  secondary immune 
s t imu la t ion  i n  promoting AIDS. S ince  systemic hyporesponsiveness ( t o l e r a n c e )
is  a func t ion  o f  i n t e s t i n a l  lymphoid ce l l s ,  immune dysfunct ion  wi th  loss of  
t o l e r a n c e  a l s o  may promote secondary immune s t imu la t ion .  

Abnormali t ies  among T-lymphocyte s u b s e t s  i n  t h e  c i r c u l a t i o n  have been r epor t ed
i n  homosexual men wi th  AIDS. Many of t h e s e  ind iv idua l s  a l s o  have impaired
T-lymphocyte func t ion  as assessed  by responses  t o  T - c e l l  mitogens o r  s k i n  t e s t  
an t igens .  Whether o r  no t  p a r a l l e l  abnorma l i t i e s  i n  immune func t ion  ex i s t  i n  
t h e  i n t e s t i n a l  mucosa is  not  known. However, a s i g n i f k c a n t  decrease  i n  
mucosal T lymphocytes o f  t h e  he lpe r l induce r  phenotype and a decrease  i n  t h e  
nhe lper / suppressorn  T - c e l l  r a t i o  i n  t h e  small i n t e s t i n e  o f  homosexual men wi th  
AIDS has  been r e c e n t l y  r epor t ed .  I n  t h e s e  s t u d i e s ,  p a r a l l e l  abnorma l i t i e s  
were no t  found among hea l thy  homosexual men, a l though t h e  same i n d i v i d u a l s  had 
abnormal he lper / suppressor  T - c e l l  r a t i o s  i n  t h e  per iphery .  One might,
t h e r e f o r e ,  specu la t e  t h a t  t h e  abnorma l i t i e s  i n  i n t e s t i n a l  mucosal T ce l l s  i n  
s u b j e c t s  with AIDS may be accompanied by a p a r a l l e l  d e f e c t  i n  mucosal immune 
func t ion .  Such a d e f e c t  may render  t h e s e  i n d i v i d u a l s  more s u s c e p t i b l e  t o  t h e  
p e r s i s t e n t  and o p p o r t u n i s t i c  e n t e r i c  i n f e c t i o n s  t h a t  occur  i n  AIDS. 

An e x c i t i n g  new area o f  i n v e s t i g a t i o n  is  t h e  f i n d i n g  t h a t  neuropept ides ,
inc luding  vasoac t ive  i n t e s t i n a l  pept ide ,  subs tance  P, and somatos ta t in ,  t h a t  
are p resen t  i n  t h e  i n t e s t i n e  can modulate immune func t ion ,  inc luding  IgA
s y n t h e s i s  i n  a dose-dependent manner, and t h a t  r e c e p t o r s  f o r  t h e s e  
neuropept ides  are found on lymphocytes. Because t h e  concen t r a t ion  o f  
neuropept ides  i n  t h e  mucosa is  much h igher  t han  i n  t h e  blood, it is  p o s s i b l e
t h a t  t hey  may be important immunoregulatory f a c t o r s .  This  may be o f  
importance f o r  f u t u r e  c l i n i c a l  s t u d i e s  involv ing  AIDS p a t i e n t s  i n  t h a t  
neuropept ide r e g u l a t i o n  of immunity i n  t h e  i n t e s t i n e  could modulate 
inflammatory i n t e s t i n a l  d i s e a s e s  o r  may in f luence  mucosal defense mechanisms,
thereby  prevent ing  pathogen adherence and pene t r a t ion ,  p revent ing  i n t e s t i n a l  
damage, o r  f a c i l i t a t i n g  i n t e s t i n a l  t i s s u e  r e p l e t i o n .  Furthermore, t h e  
development o f  pharmacologic agen t s  t o  modulate t h e  effects  o f  neuropept ides  
on t h e  mucosal immune system w i l l  be o f  i n t e r e s t  as t h e  mechanisms whereby 

*Y 	neuropept ides  modulate i n t e s t i n a l  immune o r  inflammatory processes  are 
d e l i n e a t e d  . 
OBJECTIVES AND SCOPE 

The G a s t r o i n t e s t i n a l  Immunology and Diges t ion  Programs o f  t h i s  Div is ion  d e s i r e  
t o  s t i m u l a t e  suppor t  o f  m u l t i d i s c i p l i n a r y  b a s i c  and c l i n i c a l  r e sea rch  aimed a t  
examining t h e  causes  and consequences o f  i n t e s t i n a l  dysfunct ion  and t h e i r  
response t o  t rea tment  o f  t h e  AIDS syndrome. Toward t h i s  end, a p p l i c a t i o n s
w i l l  be i n v i t e d  f o r  r e g u l a r  r e sea rch  p r o j e c t  g r a n t s  r e l a t i n g  but  no t  l i m i t e d  
t o :  ( a )  s t u d i e s  of  t h e  s e v e r i t y  and course  of malnu t r i t i on  and its 
r e l a t i o n s h i p  t o  t h e  t iming  of dea th  and t o  t h e  observed immune de f i c i ency ,  (b)
t h e  c h a r a c t e r i z a t i o n  o f  t h e  i n t e s t i n a l  i n j u r y  t h a t  occurs  i n  p a t i e n t s  wi th  
AIDS, t h e  examination o f  i t s  development from i n f e c t i o u s  and non in fec t ious  
f a c t o r s ,  and t h e  de te rmina t ion  o f  t h e  r e l a t i o n s h i p s  between i n t e s t i n a l  i n j u r y
and dysfunct ion ,  ( c )  t h e  de te rmina t ion  o f  t h e  mechanisms o f  i n t e s t i n a l  
mald iges t ion  and malabsorpt ion i n  AIDS and t h e i r  response t o  t rea tment  o f  
s e l e c t e d  a s p e c t s  of t h e  syndrome, ( d )  i n v e s t i g a t i o n  o f  i n t e s t i n a l  mucosal 
immune func t ion  i n  AIDS, ( e )  t h e  de te rmina t ion  o f  t h e  i n t e s t i n a l  e p i t h e l i a l
p o r t a l s  o f  e n t r y  ( inc lud ing  mechanisms o f  adherence and p e n e t r a t i o n )  i n  AIDS 
of t h e  v i r a l  causa t ive  agent  and o p p o r t u n i s t i c  pathogens,  and ( f )  t h e  
development o f  s t r a t e g i e s  f o r  t r e a t i n g  p a t i e n t s  with AIDS us ing  a combination 
o f  t r ea tmen t s  e f f e c t i v e  a g a i n s t  both t h e  v i r a l  causa t ive  agent  and 
o p p o r t u n i s t i c  pathogens, c o r r e c t i o n  o f  n u t r i t i o n a l  d e f i c i e n c i e s ,  and 
immunomodulatory agen t s .  The abnorma l i t i e s  o f  g a s t r o i n t e s t i n a l  func t ion  i n  
AIDS are c e r t a i n l y  complex and, a l though not  t h e  primary cause,  t hey  could 
p lay  a major r o l e  i n  t h e  course and c l i n i c a l  outcome o f  t h e  d i s e a s e .  The 
proposed s t u d i e s  should provide information which might be important i n  
dev i s ing  s t r a t e g i e s  t o  t r ea t  t h i s  d i s e a s e  e f f e c t i v e l y .  
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MECHANISM OF SUPPORT 

Support f o r  t h i s  i n i t i a t i v e  w i l l  be through t h e  grant- in-aid and w i l l  be 
governed by t h e  cu r ren t  p o l i c i e s  o f  g ran t  programs of  t h e  Nat ional  I n s t i t u t e s  
o f  Heal th .  Appl ica t ions  may be submit ted f o r  t r a d i t i o n a l  r e sea rch  p r o j e c t  
g r a n t s  (ROls) on ly .  Although p l a n s  f o r  F i s c a l  Year 1988 inc lude  $2.8 m i l l i o n  
f o r  t h e  t o t a l  ( d i r e c t  and i n d i r e c t )  c o s t s  o f  t h i s  i n i t i a t i v e ,  t h e  funding o f  
a p p l i c a t i o n s  submit ted i n  response t o  t h i s  RFA is  cont ingent  on t h e  a c t u a l  
a v a i l a b i l i t y  o f  funds and r e c e i p t  of  a p p l i c a t i o n s  deemed worthy o f  support  by
t h e  accepted N I H  peer  review procedure.  It is  a n t i c i p a t e d  t h a t  t e n  t o  
fou r t een  awards w i l l  be  made f o r  up t o  f i v e  y e a r s  under t h i s  program. S ince  a 
v a r i e t y  o f  approaches would r ep resen t  v a l i d  responses  t o  t h i s  announcement, it 
is a n t i c i p a t e d  t h a t  t h e r e  w i l l  be a range of  c o s t s  among ind iv idua l  awards. 

APPLICATION AND REVIEW PROCEDURES 

Appl ica t ions  i n  response t o  t h i s  RFA w i l l  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 an i n i t i a l  review group which w i l l  be convened by t h e  
Div is ion  o f  Extramural A c t i v i t i e s ,  N I D D K ,  s o l e l y  t o  review t h e s e  a p p l i c a t i o n s .
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 eva lua ted  f o r  t h e i r  respons iveness  t o  t h e  
o b j e c t i v e s  o f  t h i s  RFA. If an a p p l i c a t i o n  is judged unresponsive a t  t h i s  
s t a g e ,  t h e  a p p l i c a n t  w i l l  be contac ted  and given an oppor tuni ty  t o  withdraw 
t h e  a p p l i c a t i o n  o r  t o  have it considered f o r  t h e  r e g u l a r  r e sea rch  g ran t  
program o f  t h e  N I H .  Should t h e  proposal  submit ted i n  response t o  t h e  RFA be 
s u b s t a n t i a l l y  similar t o  a r e sea rch  a p p l i c a t i o n  a l r eady  under cons ide ra t ion  by
t h e  N I H ,  t h e  a p p l i c a n t  w i l l  be asked t o  withdraw e i t h e r  a p p l i c a t i o n .
Simultaneous submission o f  i d e n t i c a l  a p p l i c a t i o n s  w i l l  no t  be allowed. 

Funding d e c i s i o n s  w i l l  be based on I n i t i a l  Review Group and t h e  Nat ional  
Diabe tes  and Diges t ive  and Kidney Diseases Advisory Council recommendations 
and re levance  t o  t h e  Objec t ives  and Scope of  t h e  RFA. Appl icants  should 
r eques t  a start  d a t e  o f  J u l y  1 ,  1988. 

The RFA l a b e l  a v a i l a b l e  i n  t h e  9/86 r e v i s i o n  o f  Appl ica t ion  Form 398 must be 
a f f i x e d  t o  t h e  bottom o f  t h e  face page. F a i l u r e  t o  use t h i s  l a b e l  could 
r e s u l t  i n  delayed process ing  o f  t h e  a p p l i c a t i o n  such t h a t  it may not  reach  t h e  
review committee i n  t i m e  f o r  review. 

For f u r t h e r  information and cop ie s  of t h e  complete RFA, p l ease  c o n t a c t :  

-


G . G .  ROUSSOS, Ph.D. 

Direc to r  

Pancreas  Program, and G a s t r o i n t e s t i n a l  

Immunoloav Proarams, D D D N I N I D D K  

N a t i o n a l - h s t i % u t e s  of  Heal th  

Westwood Building,  Room 3A-18A 

Bethesda, Maryland 20892 

Telephone: (301) 496-7121 


Diges t ion  and 
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