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ELADDER RESEARCH A N N O U N C E M E N TCANCER 
The Program Di rec to r  and t h e  Working Cadre of t h e  Na t iona l  Bladder Cancer P r o j e c t  
wish t o  extend an i n v i t a t i o n  t o  q u a l i f i e d  i n v e s t i g a t o r s  t o  apply f o r  g r a n t  suppor t  
of b l adde r  cancer  r e sea rch  i n  those  areas which have been des igna ted  as h igh  
p r i o r i t y  f o r  immediate implementat ion.  Seve ra l  such p r o j e c t  areas are p resen ted  
f o r  cons ide ra t ion .  

A l l  a p p l i c a t i o n s  f o r  r e sea rch  g r a n t s  t o  be reviewed by and funded through the  
Na t iona l  Bladder Cancer P r p j e c t  must b e  prepared  on t h e  s t anda rd  Na t iona l  I n s t i t u t e s  
of Heal th  forms (NIII 398) and must be  mailed to :  Na t iona l  Bladder  Cancer P r o j e c t ,  
S t .  Vincent  H o s p i t a l ,  25 Winthrop S t r ee t ,  Worcester ,  MA 01610. 

Appl ica t ions  rece ived  w i l l  b e  reviewed by the  Working Cadre of t h e  NBCP and must 
r ece ive  f i n a l  approval  of t h e  Na t iona l  Cancer Advisory Board and t h e  Na t iona l  
Cancer I n s t i t u t e ,  I n  a d d i t i o n  t o  t h e  u s u a l  assessment  of s c i e n t i f i c  m e r i t ,  
t e c h n i c a l  adequacy of t h e  exper imenta l  des ign ,  competency of t h e  i n v e s t i g a t o r ,  
adequacy of r e sources ,  app ropr i a t eness  of t h e  l e v e l  and pe r iod  of suppor t ,  
g r a n t  a p p l i c a t i o n s  submit ted t o  t h e  NBCP w i l l  be  eva lua ted  f o r  re levance  t o  the  
program needs and as t o  whether  o r  n o t  t h e  work proposed i s  impor tan t  t o  t h e  
achievement of t h e  NBCP goa l s .  

The Na t iona l  Bladder Cancer P r o j e c t  cannot accept  a p p l i c a t i o n s  which are being 
considered by t h e  Div is ion  of Research Grants  o r  o t h e r  d i v i s i o n s  of t h e  N I H .  Also, 
any a p p l i c a t i o n  which has  been disapproved by N I H  cannot  b e  cons idered  by t h e  NBCP 
u n l e s s  i t  has been a p p r o p r i a t e l y  changed. 

Letters of i n t e r e s t  and c a p a b i l i t y  o r  i n q u i r i e s  f o r  a d d i t i o n a l  in format ion  are 
welcomed. 

HIGH PRIORITY F33SEARCH AREAS 

Et io logy  and P reven t iqL  

Avai lab le  evidence sugges t s  t h a t  i n  a ma jo r i ty  of ca ses ,  t h e  e t i o l o g y  of cancer  of 
t h e  u r ina ry  b l adde r  i s  r e l a t e d  to environmental  f a c t o r s .  Fur ther  in format ion  about 
such causa l  f a c t o r s ,  and about p o s s i b l e  d i f f e r e n c e s  i n  the  r e a c t i o n  of d i f f e r e n t  

The W I D E  i s  published a t  irregular  in tervals  t o  provick policy, program, and 
administrative informati-on t o  individuals m d  o r g m i a a t i w s  who need t o  b P  kept 
informed of requirements and changes in grants and contracts a c t i v i t i e s  a h i n i s  tered 
by the h1,ztionaL. Ins t i t u t e s  of Health. 
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p o p d a t i o n s  t o  such f a c t o r s  i s  badly  needed. I n  a few occupat ions  ep idemiologic  
r e s e a r c h  has  re.7ealed a r e l a t i o n s h i p  between the  high inc idence  of b l a d d e r  tumors 
and a s p e c i f i c  j o b ,  o r  even t o  t h e  exposure tr s p e c i f i c  chemicals.  Under such 
circumstances , an  i d e a l  approach t o  prevent ion  would be t o  r e p l a c e  t h e  i d e n t i f i e d  
carcinogen wi th  a non-carcinogenic  compomd c i t ,  i f  t h i s  i s  n o t  p o s s i b l e ,  t o  a l ter  
the  response  of t h e  exposed i n d i v i d u a l  t o  suck carc inogenic  compound and thus pro
tect  t h e  popula t ion  a t  r i s k .  

There remains a need f o r  more world-wide informat ion  about p o s s i b l e  d i f f e r e n c e s  
between the  h i s t o r i e s  of i n d i v i d u a l s  who h w e  developed b l a d d e r  cancer  as compared 
w i t k  those  who have n o t .  F u r t h e r  s t u d i e s  a r e  a l s o  needed or! t h e  r e l a t i o n s h i p  
between suspec ted  e t i o l o g i c  f a c t o r s  and t h e  i n c i d e n c e  of b l a d d e r  cancer  i n  
s e l e c t e d  popula t ions .  Because t h e  d i s t r i b u t i o n  of v e r i f i e d  o r  suspec ted  carcinogens 
i s  now known, new tests need t o  be developed f 7 r  measuring such a g e n t s  o r  t h e i r  
m e t a b o l i t e s  i n  t h e  environment o r  i n  exposed : idividuals .  S i m i l a r l y  , improved 
methods of e v a l u a t i n g  h o s t  s u s c e p t i b i l i t y  t o  m o w n  b l a d d e r  carcinogens are slso 
needed i n  o r d e r  t o  d e f i n e  more p r e c i s e l y  those  i n d i v i d u a l s  and popula t ions  a t  
h igh  o r  low r i s k .  These more p r e c i s e  b i o l c g i 1 . d  and chemical e v a l n a t i o n s  of r i s k  
w i l l  become more impor tan t  wi th  t h e  developmer t o f  techniques  f o r  c o u n t e r a c t i n g  
i d e n t i f i e d  carcinogens o r  j n t e r f e r i n g  w i t h  the  carc inogenic  process  i t s e l f .  

Cons idera t ion  of  b l a d d e r  cancer  s t u d i e s  i n  hurans r e v e a l s  t h e  need t o  develop o r  
improve i n  v ivo  and i n  v i t r o  model systems.  S i n c e  no one system i s  l i k e l y  t o  par
alle t t h e  process  i n  t h e  human, s t u d i e s  i n  var -ous  exper imenta l  systems,  i n c l u d i n g  
himan t i s s u e  c u l t u r e  s y s t e m ,  must b e  c a r r i e d  mt.  The u l t i m a t e  o b j e c t i v e  of such  
stud:.es i s  t o  provide  means of (1) i n t e r f e r i n g  w i t h  t h e  a b s o r p t i o n  of p o s s i b l e  
carc inogenic  compounds, (2)  p revent ing  t h e  E o r r a t i o n  of proximate carc inogens ,  
(3) modifying t h e  metabolism o r  e x c r e t i o n  oE a carcinogen by t h e  h o s t  s o  as t o  
reduce t h e  e f f e c t i v e n e s s  a f  t h e  carc inogen ,  ( 4 )  i n t e r f e r i n g  wi th  t h e  i n i t i a t i o n  of 
mal ignant  t r a n s f o r m a t i o n  o r  (5) i n h i b i t i n g  t h e  growth of t ransformed c e l l s  i n t o  
v i s i b l e  tumors.  

The fo l lowing  high p r i o r i t y  a r e a s  of r e s e a r c h  a r e  proposed f o r  implementation: 

A. 	 To conduct s t u d i e s  f o r  i d e n t i f y i n g  factc2rs (hazards)  and t o  i d e n t i f y  popula t ions  
wi th  d i f f e r i n g  r i s k s .  

1. 


2 .  

3 1. 

4 .  

5 .  

6 .  

7 .  

I n t e r n a t i o n a l  case-cont ro l  s t u d i e s  on f a c t o r s  suspec ted  of being e t i o l o g i c  
f o r  carcinoma of t h e  b l a d d e r .  

Cross s e c t i o n a l  s t u d i e s  i n  met ropol i tan  and semi- rura l  a r e a s  of t h e  U.S.  
seeking  f u r t h e r  in format ion  on f a c t o r s  suspec ted  of be ing  e t i o l o g i c  f o r  
carcinoma of t h e  b ladder .  

One o r  two l i m i t e d  s t u d i e s  t o  i d e n t i ' y  nore  s p e c i f i c a l l y  t h e  s e l e c t e d  high 
r i s k  popula t ions  , e . g . ,  c o r r e l a t i o n  5etL:een p r o v i n c i a l  b l a d d e r  cancer  rates 
i n  Canada and human bracken f e r n  c o n s y m t i o n .
R e t r o s p e c t i v e  cohcrc s t u d i e s  on s p e c l a - exposure groups such as workers i n  
t h e  rubber ,  l e a t h e r ,  and dye i n d u s t r i e - .  

Anal>- t ica l  s t u d i e s  t o  develop more s u i t  .ible q u a l i t a t i v e  and q u a n t i t a t i v e  
methods f o r  d e t e c t i n g  known b ladder  carcinogens and f o r  e v a l u a t i n g  t h e  
environmental  l e v e l s  0 ;  carcinogens t o  ,*Thtch humaw are exposed. 

S t u d i e s  t o  measure t h e  l e v e l  of c a r r i n o g e n i c  compoundc t o  which humans a r e  
exposed i n  s e l e c t e d  environments.  

S t u d i e s  u t i l i z i n g  q t a n t i t a t i v e  a n a l y t i c a l  methods tc determi7e more d e f i n i 
t i v e l y  t h e  a b s o r p t i o n ,  metaboliso?, a i d  e x c r e t i o n  of  known b l a d d e r  carc inogens .  
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B. S tud ie s  t o  develop methods f o r  i n t e r f e r i n g  wi th  t h e  formation of tumors. 

1. 	 B i o l o g i c a l  s t u d i e s  t o  develop more s u i t a b l e  c e l l  and organ c u l t u r e  methods 
f o r  t r a n s i t i o n a l  c e l l  tumors of t h e  b ladder .  

2 .  	 Biochemical and phys io log ica l  s t u d i e s  i n  s u i t a b l e  i n  vivu and i n  v i t r o  
model systems t o  i n v e s t i g a t e  growth r e g u l a t i o n  and c h a r a c t e r i s  t i cs  of 
c e l l u l a r  membranes i n  normal and n e o p l a s t i c  t i s s u e .  

3. 	 Stud ies  i n  model systems of s u s c e p t i b l e  and nonsuscep t ib l e  s p e c i e s  of 
known b ladde r  carc inogens  fo l lowing  t h e  co-adminsstrat ion of t h e  carc ino
gen w i t h  metabol ic  s t i m u l a t i n g  o r  t r app ing  agents  o r  fo l lowing  mod i f i ca t ion  
of o t h e r  organ systems. 

4 .  	 Stud ies  i n  s u i t a b l e  model systems of  t h e  e f f e c t  of known b ladde r  carc inogens  
adminis te red  a t  va r ious  pe r iods  dur ing  t h e  development of t h e  animal .  

5. 	 Biochemical s t u d i e s  of t h e  i n f l u e n c e  of s t i m u l i  a p p l i e d  dur ing  v a r i o u s  s t a g e s  
of  b l adde r  carc inogenes is  through t h e  use  of (1) i n i t i a t ion -p romot ion  systems 
o r  (2 )  i n h i b i t i o n ,  summation o r  s y n e r g i s t i c  e f f e c t s  of co-adminis t ra t ion  of 
a v a r i e t y  of s t i m u l i  concur ren t ly  o r  s e q u e n t i a l l y  by sys temic  rou te s .  

6. 	 Pre l imina ry  f i e l d  t r i a l s  a t t empt ing  t o  prevent  pr imary o r  r e c u r r e n t  b l adde r  
cancer w i t h  such compounds as v i tamin  B6 g iven  o r a l l y ,  o r  t h i o t e p a  i n s t i l l e d  
a t  i n t e r v a l s  i n  t h e  b l a d d e r ,  by modifying t h e  ca rc inogen ic  p rocess  i n  h igh  
r i s k  popu la t ions  w i t h  a known exposure t o  a carcinogen o r  a p rev ious  h i s t o r y  
of b l adde r  cancer .  

Detec t ion ,  Diagnos is ,  Prognos is ,  Treatment 

The i n i t i a l  l e s i o n s  seen i n  t h e  b l adde r  are o f t e n  small and of "low grade" malignancy, 
bu t  w i th  our  p r e s e n t  s ta te  of knowledge w e  cannot  predict--on an i n d i v i d u a l  p a t i e n t  
basis--which p a t i e n t s  w i l l  have subsequent  tumors o r  r ecu r rences .  Lesion removal 
by t h e  t r a n s u r e t h r a l  r o u t e  o f t e n  s e r v e s  as t h e  d e f i n i t i v e  t r ea tmen t  as w e l l  as the  
d i a g n o s t i c  procedure,  s o  t h a t  i t  i s  n o t  r e a l l y  p o s s i b l e  t o  fo l low an u n t r e a t e d  
p a t i e n t .  Any method f o r  improving t h e  eva lua t ion  of t h e  b i o l o g i c a l  p o t e n t i a l  of 
a b l adde r  l e s i o n  t o  r e c u r  a f t e r  removal, o r  t o  p rogres s  t o  more advanced g rades  of 
malignancy, o r  f o r  measuring t h e  p a t i e n t ' s  a b i l i t i e s  t o  resist  such changes,  would 
c o n t r i b u t e  t o  t h e  s e l e c t i o n  of t h e  most a p p r o p r i a t e  t rea tment .  

Unfor tuna te ly ,  many l e s i o n s  r e c u r  and/or  p rogres s  i n  s p i t e  of t h e  most s k i l l f u l  
use of t h e  t r ea tmen t  regimens p r e s e n t l y  a v a i l a b l e .  The f u n c t i o n a l  importance of 
t h e  b l adde r  and t h e  m u l t i f o c a l  n a t u r e  of many b ladde r  l e s i o n s  make l o c a l  t r ea tmen t  
d i f f i c u l t  and o f t e n  f u t i l e .  New t r ea tmen t s  are needed which are a p p l i c a b l e  t o  t h e  
e n t i r e  b l adde r  mucosa o r  are sys temic  i n  approach. Immunotherapy o r  chemotherapy 
o f f e r  t h e  g r e a t e s t  promise a t  t h e  p r e s e n t  t i m e .  

(Continued) 
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The fo l lowing  types  of s t u d i e s  have been g iven  h igh  p r i o r i t y  f o r  i n i t i a t i o n  a t  
t h i s  t i m e  : 

1. 	 Immunological s t u d i e s  a t tempt ing  t o  i d e n t i f y  and i s o l a t e  s p e c i f i c  a n t i g e n s  
and a n t i b o d i e s  f o r  b l a d d e r  tumors;  

2 .  	 C l i n i c a l  s t u d i e s  t o  determine t h e  a b i l i t y  of s e l e c t e d  p a t i e n t s  w i t h  s m a l l  
q u a n t i t i e s  of tumor, b u t  wi th  a known poor  p r o g n o s i s ,  t o  develop a n t i b o d i e s  
t o  t h e i r  tumors fo l lowing  t h e  use  of non-spec i f ic  r e a g e n t s ;  and 

3 .  S t u d i e s  of new and i n n o v a t i v e  t r e a t m e n t s  i n  a p p r o p r i a t e  animal models. 

I n  g e n e r a l ,  t h e r a p i e s  t o  b e  e v a l u a t e d  should  have shown promise f o r  o t h e r  human 
tumors, o r  should  have s p e c i a l  advantages f o r  t h e  t r e a t m e n t  of  b l a d d e r  cancer .  
Those demonstrat ing promise should ,  i n  some i n s t a n c e s ,  be f u r t h e r  t e s t e d  i n  
animals  i n  combination w i t h  o t h e r  t h e r a p e u t i c  m o d a l i t i e s  o r  agents  f o r  t o x i c i t y ,  
e f f e c t i v e n e s s  , s i d e  e f f e c t s  and probable  a c c e p t a b i l i t y  t o  s u b j e c t s .  
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h e a r t ,  No. 6 ,  p . 1  
b lood  vessel, No.6, p . 1  
lung  and b lood  d i s e a s e s ,  No. 6 ,  p . 1  
b lood  r e s o u r c e s ,  No.6, p .1  

S p e c i a l  v i s u a l  sciences research, N E I ,  No. 5 ,  p . 1  
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Phaseout  o f ,  No.1, p . 1  
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Research career development awards , Phaseout  , No. 1, p. 1 
S p e c i a l  academic awards, Phaseout ,  No.1, p . 1  
T r a i n e e s h i p s ,  Phaseou t ,  No. 1, p . 1  
T r a i n i n g  g r a n t s ,  r e g u l a r ,  Phaseout ,  No.1, p.1 

VISUAL SCIENCES RESEARCH AWARDS 
NEI ,  No.5, p .1  

YOUNG INVESTIGATORS 
S p e c i a l  v i s u a l  s c i e n c e s  r e s e a r c h  awards , NE1 , No.5, p.1.. 

W 

-2-



dIH GUIDE 

DEMONSTRATION OF CANCER 

REHABILITATION FACILITIES 

AND/OR DEPARTMENTS 


for GRANTS 
and CONTRACTS 

U.S. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 

No. 10, January 18, 1973 

A N N O U N C E M E N T  

The Cancer Control Program of the National Cancer Institute is soliciting
proposals for a project(s) t o  develop a workable model system of 
rehabilitation services for cancer patients. The system shall provide
for the education of rehabilitation team personnel and the development of 
new approaches t o  the rehabilitation of cancer patients. Prospective
offerors must have at least the rudiments of a rehabilitation department
including physical facilities for active cancer rehabilitation, equipment
for making prosthetic devices, and access to a wide range of medical 
specialties, as well as vocational, psychological, and social rehabili
tation services. The contract program is primarily directed toward major 

4 	 medical centers, teaching hospitals and cancer centers. Other rehabili
tation projects may be supported through the solicitation just below,
entitled "Integrated Cancer Rehabilitation Services." RFP No. NIH-NCI-
CD-73-5 will be issued in late February 1973. 

INTEGRATED CANCER

REHABILITATION SERVICES A N N O U i 4  C E M E N T  


The Cancer Control Program of the National Cancer Institute is soliciting
proposals for project( s )  to develop and demonstrate the effectiveness of 
integrated cancer rehabilitation services in community hospitals. This 
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e f f o r t  includes select ion and t ra ining of nurse co-ordinators and 
other s t a f f ,  def ini t ion of pat ient  select ion c r i t e r i a ,  and program
evaluation. I t  i s  anticipated tha t  a to ta l  of 200 new cancer 
pat ients  per year will be required over a 30 m o n t h  period.
Prospective offerors  must have access t o  trained rehabi l i ta t ion  
professionals, s t a f f  and f a c i l i t i e s  for t ra ining of supporting
personnel, and the a b i l i t y  t o  develop a pa t ien t  information system
meeting the needs of this project.  This contract  program is 
primarily directed toward community and non-speciality hospitals.
Other cancer rehabi l i ta t ion  projects may be supported through the 
so l i c i t a t ion  just above, en t i t l ed  "Demonstration of Cancer Rehabil i
ta t ion F a c i l i t i e s  and/or Departments." RFP No. NIH-NCI-CD-73-6 
will be issued i n  l a t e  February 1973. 

A N N O U N C E M E N T  

The Cancer Control Program of the National Cancer I n s t i t u t e  i s  

s o l i c i t i n g  proposals fo r  the development and implementation of  

programs t o  upgrade and supplement the education of occupational

and/or physical therapis ts  w i t h  respect t o  the rehabi l i ta t ion  of 

cancer pat ients .  Special a t ten t ion  must be given t o  evaluation 

and follow-up procedures which determine the effectiveness o f  

the t ra ining.  Offerors must have or have access t o  the necessary

physical f a c i l i t i e s  and teaching s t a f f ,  as  well as access ib i l i t y  

t o  prospective t ra inees .  In addition, they must have the capa

b i l i t y  t o  provide practical  experience t o  the t ra inees .  

RFP No. NIH-NCI-CD-73-7 will be issued i n  l a t e  February 1973. 


TRAINING PROGRAMS FOR 

MAXILLOFACIAL PROTHODONTISTS A N N O U N C E M E N T  

AND LABORATORY TECHNICIANS 


The Cancer Control Program of the National Cancer I n s t i t u t e  i s  so l i c i t i ng 

proposals f o r  the development and implementation of comprehensive programs 

t o  upgrade and supplement the t ra ining of maxillofacial prothodontists 

and laboratory technicians with respect t o  specialized techniques and 

practices used in the rehabi l i ta t ion  of pat ients  with cancer of the head 

or neck. Offerors must have or have access t o  the necessary physical 

.9 


f a c i l i t i e s  and teaching s t a f f  , as  well as access ib i l i t y  t o  prospective 9 


t ra inees .  RFP No. NIH-NCI-CD-73-8 will be issued i n  l a t e  February 1973. 
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! 
Requests f o r  copies o f  an RFP should be rece ived by t h e  N a t i o n a l  Cancer 

I 	 I n s t i t u t e  n o t  l a t e r  than February 15, 1973. RFP a v a i l a b i l i t y  i s  l i m i t e d  
and w i l l  be f u r n i s h e d  t o  reques tors  on a f i r s t - r e c e i v e d ,  f i r s t - s e r v e d  
bas is .  Requests must be i n  w r i t i n g ,  c i t i n g  t h e  p a r t i c u l a r  RFP number. 
Copies o f  t h e  RFP may be ob ta ined by a p p l y i n g  t o  t h e  C o n t r a c t i n g  O f f i c e r ,  
Room 10A24, B u i l d i n g  31, Nat iona l  Cancer I n s t i t u t e ,  9000 R o c k v i l l e  Pike,  
Bethesda , Mary1and 20014. 


