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GENERAL C L I N I C A L  RESEARCH 

CENTERS DIRECTORY REVISED 

The 1979 r e v i s e d  d i r e c t o r y  of  major c l i n i c a l  r e sea rch  a c t i v i t i e s  and 
p a r t i c i p a n t s  a t  t h e  General C l i n i c a l  Research Centers  (GCRC) of  t h e  
Nat iona l  I n s t i t u t e s  of  Heal th  has been published and i s  a v a i l a b l e  a t  
no charge .  

T i t l e d  General C l i n i c a l  Research Centers ,  A Research Resources Di rec to ry ,  
t h e  book le t  c o n t a i n s  86 pages o u t l i n i n g  i n  d e t a i l  f a c i l i t i e s  and 
i n v e s t i g a t i o n s  a t  a l l  74 Div i s ion  of Research Resources-supported 
GCRCs throughout t h e  count ry .  

I n  a d d i t i o n  t o  t h e  c u r r e n t  complete l i s t i n g  and l o c a t i o n  of t h e  Centers ,  
t h e  d i r e c t o r y  i d e n t i f i e s  t h e  names of program and a s s o c i a t e  d i r e c t o r s ,  
p r i n c i p a l  i n v e s t i g a t o r s ,  t h e  s p e c i f i c  l o c a t i o n  of t h e  f a c i l i t y  w i th in  
t h e  h o s t  i n s t i t u t i o n ,  t h e  number of beds,  and t h e  Centers '  major a r e a s  
of i n v e s t i g a t i o n .  Also inc luded  are l i s t i n g s  of special  assay  s e r v i c e s  
o r  new tests a v a i l a b l e ,  s p e c i a l  ins t ruments  o r  dev ices ,  and gu ides ,  
pamphlets, o r  book le t s  from t h e  Centers .  

A geographic index is  provided ,  i n d i c a t i n g  t h e  General C l i n i c a l  Research 
Centers by state,  and a l p h a b e t i c a l l y  wi th in  each s t a t e ,  accord ing  t o  t h e  
names of t h e  h o s t  i n s t i t u t i o n .  

A s i n g l e  f r e e  copy of  t h e  1979 r ev i sed  General C l i n i c a l  Research Centers ,  
A Research Resources Di rec to ry  may be secured by w r i t i n g  t o  the :  

Research Resources Information Center 

1776 East J e f f e r s o n  Street 

Rockv i l l e ,  Maryland 20852 


or by request f r o m :  

O f f i c e  of Sc ience  and Hea l th  Reports 
D iv i s ion  of Research Resources 
Nat iona l  I n s t i t u t e s  of Heal th  
Bethesda, Maryland 20205 



N I H  MINORITY RESEARCH AND TRAINING PROGRAM 

BOOKLET REVISED 

N I H  G u i d e  f o r  G r a n t s  and C o n t r a c t s  

Vol. 9, NQ. 3, February 22, 1980 P a g e  T h r e e  


N I H  MINORITY RESEARCH AND TRAINING PROGRAM 
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BOOKLET REVISED 

The p u b l i c a t i o n  The Na t iona l  I n s t i t u t e s  of Hea l th  Minority (Extramural)  
Research and Tra in ing  Programs has  been r ev i sed  and is now a v a i l a b l e  
f o r  d i s t r i b u t i o n .  

The 19-page brochure c o n t a i n s  a d e t a i l e d  explana t ion  of t h e  Minority 
Biomedical Support Program (MBS) of N I H ' s  Div is ion  of Research Resources, 
and t h e  Minor i ty  Access t o  Research Careers Program (MARC) of t h e  Na t iona l  
I n s t i t u t e  of General Medical Sc iences .  

In a d d i t i o n ,  t h e  r e v i s e d  book le t  i nc ludes  s p e c i f i c  in format ion  on a l l  
I n s t i t u t e s  c u r r e n t l y  p a r t i c i p a t i n g  i n  t h e  Nat iona l  I n s t i t u t e s  of Heal th  
(NIH) minor i ty  program. 

The MBS and MARC programs w e r e  s t a r t e d  by N I H  i n  1972 i n  response  t o  a 
p r e s i d e n t i a l  mandate " to  h e l p  t h e s e  i n s t i t u t i o n s  (minor i ty)  compete f o r  
s t u d e n t s  and f a c u l t y  wi th  o t h e r  c o l l e g e s  and u n i v e r s i t i e s . "  

Both programs have s t e a d i l y  made p rogres s  i n  t h e  development of racial  
and e t h n i c  m i n o r i t i e s  as  biomedical r e s e a r c h e r s .  

The Div is ion  of Research Resources' MBS program c u r r e n t l y  suppor t s  75 
g r a n t s  i n  80 i n s t i t u t i o n s ,  i nvo lv ing  over  500 r e s e a r c h  p r o j e c t s .  Within 
t h e  separate MBS p r o j e c t s  i n  these i n s t i t u t i o n s  t h e r e  are approximately 
2,000 i n d i v i d u a l s  comprised of undergraduates ,  g radua te  s t u d e n t s ,  post-
d o c t o r a l  p a r t i c i p a n t s ,  and f a c u l t y  members. 

The Nat iona l  I n s t i t u t e  of General Medical Sc iences '  MARC ac t iv i ty  c u r r e n t l y  
suppor t s  ove r  200 g r a n t e e s  involved i n  their  Facul ty  Fellowship Program, 
V i s i t i n g  S c i e n t i s t  Program, and Honors Undergraduate Research Tra in ing  
Program. 

In June 1974, t h e  D i r e c t o r  of t h e  Nat iona l  I n s t i t u t e s  of Hea l th  r eques t ed  
t h a t  a l l  Bureaus, I n s t i t u t e s ,  and Div i s ions  i n i t i a t e  and c o o r d i n a t e  t h e i r  
minor i ty  suppor t  a c t iv i t i e s  through t h e  e x i s t i n g  minor i ty  programs. Nine 
I n s t i t u t e s  are now a c t i v e l y  p a r t i c i p a t i n g  i n  t h e  program e f f o r t s  by extend­
ing  t h e i r  c a t e g o r i a a l  i n t e r e s t s  through coope ra t ive  e f f o r t s  w i t h  t h e  MBS 
and t h e  MARC programs. 

The N I H  p a r t i c i p a n t s  are t h e  Nat iona l  I n s t i t u t e  on Aging, t h e  Nat iona l  
I n s t i t u t e  of A l l e rgy  and I n f e c t i o u s  Diseases, t h e  Na t iona l  I n s t i t u t e  of 
A r t h r i t i s ,  Metabolism,and Diges t ive  Diseases, t h e  Na t iona l  Cancer I n s t i t u t e ,  
t h e  Nat iona l  I n s t i t u t e  of Child Heal th  and Human Development, t h e  Nat iona l  
I n s t i t u t e  of Dental  Research, t h e  Nat iona l  Eye I n s t i t u t e ,  t h e  Nat iona l  
Heart, Lung, and Blood I n s t i t u t e ,  and t h e  Nat iona l  I n s t i t u t e  of  Neurological 
and Communicative Disorders  and St roke .  
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I n  a d d i t i o n ,  t h e  Nat iona l  I n s t i t u t e  of Mental Heal th ,  under t h e  Alcohol ,  
Drug Abuse, and Mental Heal th  Adminis t ra t ion ,  a l s o  l ends  coope ra t ive  
suppor t  t o  t h e  program. 

A s i n g l e  free copy of The Nat iona l  I n s t i t u t e s  of Heal th  Minori ty  
(Extramural)  Research and Tra in ing  Programs may be secured  from t h e  
O f f i c e  of Science and Heal th  Repor ts ,  Div is ion  of Research Resources;  
o r  the :  

O f f i c e  of Research Reports  

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

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

Bethesda, Maryland 20205 
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STIPEND A N D  ALLOWANCE CHANGES 

This n o t i c e  inc ludes  informat ion  on N I H  implementation p l ans  f o r  r e c e n t l y  
announced changes i n  NRSA s t i p e n d s  and allowances.  Previous  n o t i c e s  may 
be found i n  t h e  N I H  Guide for Grants and Contracts, Vol. 8,  No. 1 3 ,  
October 26, 1979; and Vol. 9 ,  No. 2 ,  January 25, 1980. 

STIPEND INCREASE 

E f f e c t i v e  J u l y  1, 1980, s t i p e n d  l e v e l s  w i l l  be increased  f o r  a l l  p r e d o c t o r a l  
and p o s t d o c t o r a l  t r a i n e e s / f e l l o w s  who r e c e i v e  suppor t  under N I H  Nat iona l  
Research Se rv fce  Award t r a i n i n g  g r a n t s  and f e l lowsh ips .  The new inc reased  
annual s t i p e n d  levels,  based on f u l l - t i m e  appointments,  are as  fo l lows:  

a. P redoc to ra l  

$5,040 

b. Pos tdoc to ra l  

Years of Relevant Experience S t ipends  

$13,380 
14,040 
1 4  ,736 
15,468 
16,236 
17,040 

The c u r r e n t  three-column c h a r t  f o r  determining p o s t d o c t o r a l  
s t i p e n d  levels w i l l  no longe r  be  a p p l i c a b l e  af ter  July 1, 1980. 
For  purposes of de te rmining  a p p r o p r i a t e  s t i p e n d  levels � o r  
i n d i v i d u a l s  a l r e a d y  appoin ted  uoder t r a i n i n g  g r a n t s  o r  fellow-
s h i p s ,  p r i o r  y e a r s  under the g r a n t  o r  f e l lowsh ip  w i l l  count as 
" y e a r s  of r e l e v a n t  exper ience  . I '  

The s t i p e n d  i n c r e a s e s  w i l l  be  implemented by N I H  as fo l lows:  

a. I n s t i t u t i o n a l  (Tra in ing)  Grants 

All a p p l i c a t i o n s  r e q u e s t i n g  budget per iod  s ta r t  d a t e s  of J u l y  1, 
1980 and t h e r e a f t e r  s h a l l  r e f l e c t  t h e  new inc reased  s t i p e n d  l e v e l s .  
I n  t h e  case of a p p l i c a t i o n s  f o r  noncompeting c o n t i n u a t i o n  g r a n t s ,  
funds t o  cover  t h e  i n c r e a s e  i n  excess  of t h e  p rev ious ly  approved 
amount may be r eques t ed .  A l l  a p p l i c a t i o n s ,  competing and non-
competing, f o r  J u l y  1, 1980 start d a t e s  and t h e r e a f t e r  and a l r eady  
rece ived  i n  N I H  w i l l  be a d m i n i s t r a t i v e l y  a d j u s t e d .  
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Appl ica t ions  r eques t ing  a budget pe r iod  s ta r t  d a t e  be fo re  

July 1, 1980 should r e f l e c t  p r o r a t e d  s t i p e n d s :  t h e  o l d  s t i p e n d  

levels from t h e  start d a t e  of t h e  budget pe r iod  t o  June 30, 1980; 

t h e  new s t i p e n d  levels from Ju ly  1, 1980 onward. Noncompeting 

con t inua t ion  a p p l i c a t f o n s  may inc lude  a r eques t  f o r  t h e  funds t o  

coyer  t h e  i n c r e a s e  ove r  t he  p rev ious ly  approved amount. A p p l i ­ 

c a t i o n s  a l r e a d y  rece ived  i n  N I H  w i l l  be  a d m i n i s t r a t i v e l y  a d j u s t e d .  


I n  t h e  case of ongoing t r a i n i n g  g r a n t  budget pe r iods  where t h e  

t r a i n e e  appotntment c r o s s e s  J u l y  1, 1980, t h e  t r a i n e e  s h a l l  r e c e i v e  

t h e  new s t i p e n d  level f o r  t h a t  p a r t  of  t h e  t r a i n i n g  on and a f t e r  

J u l y  1, 1980. Grantee i n s t i t u t i o n s  are asked to cover  t h e  s t i pend  

increase wi th  monies a v a i l a b l e  i n  t h e  g r a n t  ( rebudgeted funds ,  
s t fpend  d o l l a r s  from u n f i l l e d  p o s i t i o n s ,  etc.). I f  t h e r e  i s  no 
money a v a i l a b l e  in  t h e  g r a n t ,  t h e  g r a n t e e  i n s t i t u t i o n  should 
c o n s u l t  t h e  a p p r o p r i a t e  N I H  awarding component. I n  any case, 
p r i o r  commitments t o  i n d i v i d u a l  t r a i n e e s  must be  honored. Revised 
Statewent  of Appointment of Tra inee  forms w i l l  be  r equ i r ed  on a l l  
a f f e c t e d  t r a i n e e s .  

6. Fellowships  

All end iv idua l  f e l lows ,  competing and noncompeting, a c t i v a t i n g  on 
July 1, 1980 o r  la ter ,  w i l l  receive the new inc reased  s t i p e n d  
levels. Fellows whose award pe r iod  c r o s s e s  J u l y  1, 1980 w i l l  
r ece fve  t h e  o l d  s t i p e n d  l e v e l  through June 30, 1980 and t h e  new 
s t i p e n d  level t h e r e a f t e r .  N I H  w i l l  p rovide  t h e  a d d i t i o n a l  funds 
to cover  a l l  s t i p e n d  i n c r e a s e s .  No a c t i o n  i s  requ i r ed  by t h e  
f e l low o r  a p p l i c a n t .  N I H  w i l l  revise o r  supplement awards where 
necessary .  

c. 	 Stfpend P r o r a t i o n  Table  

A CQPY of t h e  monthly and d a i l y  s t i p e n d  rates t o  be  used i n  
p r o r a t i o n  cases is  a t t a c h e d ,  

NONTRATNEE EXPENSES/INSTITUTIONAL ALLOWANCES 

Effective f o r  -a l l  awards (competing and noncompeting) s t a r t i n g  July 1, 1980 
and a f t e r  t h e r e  w i l l  be new c e i l i n g s  on i n s t i t u t i o n a l  g r a n t  non t r a inee  
expenses and i n d i v i d u a l  award i n s t i t u t i o n a l  a l lowances.  

a. 	 I n s t i , t u t i o n a l  Grants  

The c u r r e n t  p o l i c y  which l i m i t s  support  of  non t r a inee  expenses 
t o  25% of t h e  t o t a l  g r a n t  award w i l l  be d i scon t inued .  E f f e c t i v e  
f o r  _ca l l  i n s t i t u t i o n a l  ( r e s e a r c h  t r a i n i n g )  g r a n t s  w i th  budget 
per iod  d a t e s  s t a r t i n g  on J u l y  1, 1980 and t h e r e a f t e r ,  t h e  maximum 
amount f o r  n o n t r a i n e e  expenses w i l l  be  c a l c u l a t e d ,  based on t h e  
c e i l i n g  f i g u r e s  i n d i c a t e d  below: 
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Predoc t o  ral up t o  $3 ,00O/ t ra inee  

P o s t d o c t o r a l  up t o  $5 ,00O/ t ra inee  

The t o t a l  reques ted  amounts w i t h i n  t h e  maximum c e i l i n g ,  should 
be r e f l e c t e d  i n  t h e  a p p r o p r i a t e  d i r e c t  c o s t  c a t e g o r i e s  inc luded  
i n  g ran t  a p p l i c a t i o n  budget pages. App l i ca t ions  should a l s o  
inc lude  a p p r o p r i a t e  j u s t i f i c a t i o n s  f o r  t h e  amounts reques ted .  
Tra inee  t u i t i o n  and f e e s  and t r a i n e e  t r a v e l  w i l l  con t inue  t o  be 
t r a i n e e  expenses and t h e r e f o r e  w i l l  n o t  be included w i t h i n  t h e  
$3,000/$5,000 c e i l i n g  c a l c u l a t i o n .  I n d i r e c t  c o s t s  may con t inue  
t o  be reques ted  a t  8%of t o t a l  d i r e c t  c o s t s  ( exc lus ive  of  t u i t i o n  
and r e l a t e d  f e e s  and expend i tu re s  f o r  equipment) o r  a c t u a l  i n d i r e c t  
c o s t s ,  whichever is  less. 

A l l  i n s t i t u t i o n a l  t r a i n i n g  g r a n t s  w i t h  budget pe r iods  s t a r t i n g  
be fq re  and c r o s s i n g  July 1, 1980 w i l l  be governed by t h e  25% 
n o n t r a i n e e  c o s t s  c e i l i n g  p o l i c y  f o r  t h a t  e n t i r e  budget pe r iod .  

I t  should be s t r e s s e d  that e i t h e r  method f o r  c a l u l a t i n g  t h e  non-
t r a i n e e  expenses r e p r e s e n t s  a c e i l i n g  only  and t h e  f i n a l  award 
is  dependent on t h e  usua l  a d m i n i s t r a t i v e  review process .  

A l l  a p p l i c a t i o n s  r e q u e s t i n g  budget pe r iod  s tar t  d a t e s  of J u l y  1, 
1980 and t h e r e a f t e r  s h a l l  be governed by t h e  new n o n t r a i n e e  
expense c e i l i n g .  Conversion t o  t h e  new c e i l i n g  may r e s u l t  i n  a 
d i f f e r e n t  d o l l a r  l e v e l  than  p rev ious ly  recommended o r  reques ted .  
App l i ca t ions  a l r e a d y  r ece ived  i n  N I H  w i l l  be a d m i n i s t r a t i v e l y  
a d j u s t e d  where a p p r o p r i a t e .  Only when deemed necessa ry ,  w i l l  
r e v i s e d  budgets be reques ted .  

b. I n d i v i d u a l  Awards 

Sponsoring i n s t i t u t i o n s  may con t inue  t o  r eques t  an allowance f o r  

each r e s e a r c h  f e l lowsh ip  s t a r t i n g  ( a c t i v a t i n g )  on o r  a f t e r  J u l y  1, 1980 

to he lp  de f ray  such expenses as t u i t i o n  and f e e s ,  a p p r o p r i a t e  

h e a l t h  insurance ,  s u p p l i e s ,  equipment, t r a v e l  t o  s c i e n t i f i c  

meetings,  and r e l a t e d  items. The allowance may n o t  exceed $5,000 

p e r  y e a r  f o r  each  p o s t d o c t o r a l  f e l l o w  sponsored by a non-Federal 

i n s t i t u t i o n .  The allowance may n o t  exceed $2,000 p e r  yea r  f o r  

each p o s t d o c t o r a l  f e l l o w  where t h e  sponsor ing  o r g a n i z a t i o n  is  a 

Federal i n s t i t u t i o n .  App l i ca t ions  a l r e a d y  submi t ted  t o  N I H  o r  

awards a l r e a d y  i s s u e d ,  w i l l  be  a d m i n i s t r a t i v e l y  a d j u s t e d  by N I H .  


Fellowship awards s t a r t i n g  ( a c t i v a t i n g )  b e f o r e  and c r o s s i n g  

J u l y  1, 1980 w i l l  be governed by t h e  o l d  p o s t d o c t o r a l  i n s t i t u t i o n a l  

allowance c e i l i n g s  (up t o  $3,000 f o r  non-Federal sponsor ing  i n s t i ­ 

t u t i o n s  and up t o  $1,000 f o r  Federa l  sponsor ing  i n s t i t u t i o n s )  f o r  

t h a t  e n t i r e  award y e a r .  There w i l l  be no p r o r a t i o n  o f  i n s t i t u t i o n a l  

allowances.  
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NRSA Stipends--Annual--Monthly--Daily 

Current Levels 

Year Month Day Year 

3,900 325.00 10.83 5,040 

10,000 833.33 27.78 13,380 

10,400 866.67 28. 89 14,040 

10,800 900.00 30.00 14,736 

11,200 933.33 31.11 15,468 

11,500 958.33 31.94 16,236 

11,600 966.67 32.22 17,040 

11,900 991.67 33.06 

12,200 1,016.67 33.89 

12,300 1,025.00 34.16 

12,600 1,050.00 35.00 

12,800 1,066.67 35.56 

13,000 1,083.33 36.11 

13,200 1,100.00 36.67 

13,600 1,133.33 37.78 

14,000 1,166.67 38.89 

Revised Levels 

Month 

420.00 

1,115.00 

1,170.00 

1,228 .OO 

1,289.00 

1,353.00 

1,420.00 

Day 

14.00 

37.17 

39.00 

40.93 

42.97 

45.10 

47.33 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 	 I / /  0 0 / 0 0  0 0  0 /

’ANNOUNCEMENTJ’/0 0 0 0 0 0 0 0 /

NIH-NIGMS- PBME-80-01 

NATIONAL I N S T I T U T E  OF GENERAL MEDICAL SCIENCES 

TITLE: AN EVALUATION OF A 13c~2/12c02INFRARED 
HETERODYNE RATIOMETER I N  BIONEDICAL STUDIES 

Appfication k e c ~ p , tdate, May 15, 1980  

I. BACKGROUND INFORMATION 

The Physiology and Biomedical Engineering Program of t h e  Nat iona l  
I n s t i t u t e  of General Medical Sciences,  has  as  one of i t s  miss ions  
t h e  support  of  development of  new ins t ruments  and d e v i c e s  which w i l l  
improve t h e  knowledge base  of che biomedical s c i e n c e s .  Support  is 
a l s o  provided f o r  t h e  a p p l i c a t i o n  of engineer ing  knowledge t o  t h e  
s o l u t i o n  of s i g n i f i c a n t  p h y s i o l o g i c a l  and biomedical problems, in­
c luding  t h o s e  involv ing  in te rmediary  products  of metabolism i n  t h e  
human organism, The r e c e n t  a v a i l a b i l i t y  of a l a r g e  and r e l a t i  e l y
inexpensive supply of h ighly  enriched s t a b l e  carbon i s o t o p e  (1JC) 
through p r o j e c t  ICON (USAEC-ERDA) has s t i m u l a t e d  i n t e r e s t  i n  t h e  use 
of t h i s  i s o t o p e  f o r  b i o l o g i c a l  s t u d i e s  and has  l e d  t o  a n  awareness 

vul’ of t h e  need f o r  adequate  ins t rumenta t ion  f o r  i t s  measurement. 

Elemental carbon has everal om mass 9 through 
mass 14.  Of these) 15, a d 1 j C  are s t a b l e .

so topes  ranging (f$c has  a n a t u r a l  
abundance of 98.89X and 1% a n a t u r a l  abundance of 1.11%.) Both of 
r a d i o a c t i v e  s p e c i e s  ( l l c  which is  a p o s i t r o n  emitter w i t h  a ha l f  
l i f e  of  20 minutes  and 14c, a b e t a  emitter w i t h  a h a l f  l i f e  of over  
5,000 y e a r s )  have been used f o r  many y e a r s  a s  tracers i n  animal 
s t u d i e s  of in te rmediary  metabolism; however, both exposed t h e  body 
t o  r a d i a t i o n  hazard,  making them r e l a t i v e l y  u n d e s i r a b l e  f o r  use i n  
human s t u d i e s .  An a t t r ac t ive  a l t e r n a t i v e  r u s e  i n  metabol ic  
s t u d i e s  i s  13C.  I n  t h e s e  s t u d i e s  t h e  13C/iqC r a t i o s  are  a r t i f i c i a l l y  
increased o v e r  t h e  n a t u r a l  abundance r a t i o  by t h e  a d m i n i s t r a t i o n  of 
compounds that have been enriched wi th  r e s p e c t  t o  13C.  When t h i s  
i s  done, t h e  expi red  C02, as  w e l l  as in te rmediary  m e t a b o l i t e s ,  can 
be i s o l a t e d ,  and t h e i r  enrichment wi th  13c measured. The measure­
ments r e q u i r e  s e n s i  ve  ins t ruments  capable  of d e t e c t i n g  small
changes i n  t h e  l3c /  �5c r a t i o .  

This program i s  descr ibed  i n  t h e  Catalog of Federa l  Domestic Ass is tance  
number 13.821. Awards w i l l  be  made under t h e  a u t h o r i t y  of  t h e  Publ ic  
Heal th  S e r v i c e  Act, S e c t i o n  301 ( P u b l i c  Law 78-410, as  amended; 42 USC 
2 4 1 ) .  Grants  w i l l  be adminis te red  under PHS g r a n t s  p o l i c i e s  and Federal  
Regulat ions 42 CFR P a r t  52 and 45  CFR P a r t  7 4 .  
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Under c o n t r a c t  t o  t h e  N I G M S ,  a n  i n d u s t r i a l  o r g a n i z a t i o n  has 
developed a unique i n f r a r e d  heterod n e  r a t i o m e t e r  (IHR) which i s  
designed t o  a c c u r a t e l y  measure t h e  y 3 C 0 2 / 1 2 C 0 2  r a t i o  i n  carbon 
d i o x i d e  der ived  from human material and t o  d e t e c t  changes i n  t h e  
r a t i o  wi th  a s e n s i t i v i t y  of 1:lO4 . I n  t h e  case of non-gaseous 
carbon compounds, t h e s e  must f i r s t  be converted t o  CO2 before  
they can be measured by t h e  I H R  instrument .  

The i n t e n t  of t h i s  r e q u e s t  f o r  a p p l i c a t i o n s  (RFA) i s  t o  i d e n t i f y  
a s i n g l e  s c i e n t i f i c a l l y  m e r i t o r i o u s  proposa l  t h a t  would r e q u i r e  
and i n c o r p o r a t e  t h i s  instrument  as a key element i n  t h e  r e s e a r c h  
t o  be performed . 

11. DESCRIPTION OF INSTRUMENT 

The 13C 0 2 /  12C02 i n f r a r e d  heterodyne r a t i o m e t e r  i s  a non-dispers ive 
i n f r a r e d  g a s  ana lyzer .  Carbon d i o x i d e  i s  d e t e c t e d  by i t s  p r o p e r t y  
of absorbing i n f r a r e d  r a d i a t i o n  a t  c h a r a c t e r i s t i c  d i s c r e t e  wave-
l e n g t h s .  Other gases ,  o r  o t h e r  i s o t o p i c  s p e c i e s  o f  t h e  s a m e  gas ,  
w i l l  have a b s o r p t i o n  a t  a d i f f e r e n t  set of  wavelengths,  and a l though 
t h e  bands may o v e r l a p ,  t h e  o v e r l a p  of i n d i v i d u a l  l i n e s  i s  s m a l l  
( l i n e  widths  are  t y p i c a l l y  10  t i m e s  smaller than  t h e  l i n e  s p a c i n g ) .  

The instrument  f i t s  on a convent iona l  e l e c t r o n i c s  equipment r a c k  3 
f e e t  square  by 6 f e e t  high.  Electr ical  requirements  are  f o r  110 
v o l t s  60 c y c l e  c u r r e n t .  The instrument  i s  water cooled a t  t h e  ra te  
of 1 g a l l o n  per  minute.  It is  suppLied w i t h  a H e w l e t t  Packard pro­
grammable desk c a l c u l a t o r  (model 9825) which d i r e c t s  t h e  o p e r a t i o n  
of t h e  system and performs t h e  d a t a  r e d u c t i o n .  A ba tch  process ing  
system has  been developed which w i l l  accommodate up t o  20 s a m p l e  
bags t o  be analyzed over  t h e  per iod  of 1 hour wi thout  t h e  need f o r  
o p e r a t o r  a t t e n t i o n .  Sample s i z e  i s  u s u a l l y  1 l i t e r  @ 1%C02 con­
c e n t r a t i o n .  S i n c e  exper ience  h a s  shown t h a t  n e a r l y  a l l  s y n t h e t i c  
materials are s i g n i f i c a n t l y  permeable t o  C02 samples should be 
c o l l e c t e d  i n  nylon bags made t o  s p e c i f i c a t i o A s .  These are inexpensive.  

111. GENERAL DESCRIPTION OF THE RESEARCH APPLICATIONS SOUGHT 

13 12A r e s e a r c h  g r a n t  a p p l i c a t i o n  which proposes  t o  u s e  C 0 2 /  C02 
i n f r a r e d  r a t i o m e t e r  should b e  a well-developed s c i e n t i f i c  
i n v e s t i g a t i o n  of a s i g n i f i c a n t  biomedical r e s e a r c h  problem. I n  
a d d i t i o n ,  t h e  a p p l i c a t i o n  should d i s c u s s  t h e  a p p r o p r i a t e n e s s  and 
advantages of u s i n g  t h i s  technique  as compared t o  more convent iona l  
approaches and should g i v e  d e t a i l e d  procedures  regard ing  t h e  u s e  of  
t h e  instrument  f o r  t h e  r e s e a r c h  problem. I f  human s u b j e c t s  w i l l  
be involved,  a c o n s i d e r a t i o n  of t h e  b i o l o g i c a l  e f f e c t s  of 13C on 
human s u b j e c t s ,  a s  w e l l  as t h e  u s u a l  p r o t o c o l s ,  should be  inc luded .  
Since a de te rmina t ion  of t h e  u s e f u l n e s s  of t h e  I H R  i s  one a s p e c t  of 
t h i s  r e s e a r c h  proposa l ,  i t  is  expected t h a t  t h e  s u c c e s s f u l  g r a n t e e  
would, i n  a d d i t i o n  t o  normal r e p o r t i n g  requirements ,  keep NIGMS 
informed of p r o g r e s s  and problems r e l a t i n g  t o  t h e  I H R  ins t rument ,  
and make p a r t i c u l a r  e f f o r t  t o  p u b l i s h  i n  s c i e n t i f i c  j o u r n a l s  t h e  
r e s u l t s  of t h e  r e s e a r c h  u s i n g  t h e  I H R  ins t rument .  
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IV. MECHANISM OF SUPPORT 

This  announcement is  open t o  a l l  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  a 
s i n g l e  compet i t ion ,  w i th  a d e a d l i n e  f o r  r e c e i p t  of a p p l i c a t i o n s  
of May 15 ,  1980. The award w i l l  u s e  t h e  customary grant - in-a id  
mechanism which w i l l  be governed by t h e  p o l i c i e s  i n  common u s e  
f o r  r e g u l a r  r e s e a r c h  g r a n t s .  The r e s p o n s i b i l i t y  f o r  p lanning ,  
d i r e c t i n g ,  and execut ing  t h e  proposed r e s e a r c h  p r o j e c t  w i l l  be 
s o l e l y  t h a t  of t h e  a p p l i c a n t .  

The t o t a l  p r o j e c t  per iod  of t h i s  proposa l  m u s t  no t  exceed 5 yea r s .  
S t a r t i n g  d a t e s  as e a r l y  as December 1, 1980, may be r eques t ed .  

Support of t h e  s i n g l e  g r a n t  pursuant t o  t h i s  r eques t  f o r  a p p l i c a t i o n s  
w i l l  be drawn from Physiology and Biomedical Engineering Program 
a l l o c a t i o n s .  The award of t h e  i n d i v i d u a l  g r a n t  w i l l  be inf luenced  
by t h e  amount of funds  a v a i l a b l e  t o  t h e  program, by t h e  o v e r a l l  
m e r i t  of t h e  p r o p o s a l ,  and by i t s  r e l evance  to t h e  program goa l s .  
The NIGMS i s  under no o b l i g a t i o n  t o  make a n  award as a r e s u l t  of 
t h i s  RFA. 

Any renewal proposa l  involv ing  r e s e a r c h  begun under an  award r e s u l t i n g  
from t h i s  RFA w i l l  be processed through t h e  r e g u l a r  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  g r a n t  mechanism. 

V.  REVIEW PROCEDURES AND CRITERIA 

A. Review Method 

Each a p p l i c a t i o n  submitted i n  response  t o  t h e  RFA w i l l  be  
reviewed by a n  a p p r o p r i a t e  DRG review panel .  A l l  a p p l i c a t i o n s  
w i l l  be  eva lua ted  on a compe t i t i ve  b a s i s .  

B. Review Criteria 

App l i ca t ions  must be r e spons ive  t o  t h i s  RFA; t h a t  is, t h e y  
must be r e l e v a n t  t o  t h e  g o a l s  of t h i s  program announcement and 
g u i d e l i n e s .  App l i ca t ions  judged by t h e  I n s t i t u t e  no t  t o  be 
r e spons ive  w i l l  be r e tu rned  t o  t h e  a p p l i c a n t .  

The f a c t o r s  cons idered  i n  eva lua t ing  each response  t o  t h i s  RFA 
w i l l  be : 

1. 	 S c i e n t i f i c  m e r i t  of t h e  proposed r e sea rch ,  i nc lud ing  des ign ,  
approach and methodology. 

2 .  	 R a t i o n a l e  f o r  us ing  t h i s  instrument as  opposed t o  o t h e r  
methods of a n a l y s i s .  

3 .  	 Research exper ience  and competence of t h e  s taff  t o  conduct 
t h e  proposed i n v e s t i g a t i o n s .  

4 .  Adequacy of e x i s t i n g  and proposed f a c i l i t i e s  and r e sources .  
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5. 	 Adequacy of time ( e f f o r t )  t o  be  devoted t o  t h e  p r o j e c t  
by t h e  p r i n c i p a l  i n v e s t i g a t o r  and s t a f f .  

6 .  Appropriateness  and j u s t i f i c a t i o n  of budget.  

Expenses incur red  i n  moving t h e  I H R  instrument  from i t s  p r e s e n t  
s i t e  i n  Berkeley, C a l i f o r n i a ,  t o  t h e  s i t e  of r e s e a r c h  w i l l  be borne 
by t h e  Nat iona l  I n s t i t u t e  of General Medical Sc iences ,  and should 
be included i n  t h e  proposed budget .  

A two-day t r a i n i n g  s e s s i o n  t o  a c q u a i n t  t h e  r e c i p i e n t  wi th  d e t a i l s  of 
o p e r a t i o n  and maintenance of t h e  I H R  instrument  w i l l  be provided by 
t h e  manufacturer a t  Berkeley,  C a l i f o r n i a ,  and t ravel  funds f o r  t h i s  
s e s s i o n  should be included i n  t h e  proposed budget.  

D i s p o s i t i o n  of t h e  ins t rument  a f t e r  completion of t h e  i n i t i a l  r e s e a r c h  
p r o j e c t  w i l l  be  made according t o  P u b l i c  Heal th  Service p o l i c y  regard­
ing equipment acqui red  through r e s e a r c h  g r a n t  funds.  

V I .  METHOD OF APPLYING 

A. Letter of I n t e n t  

Prospec t ive  a p p l i c a n t s  are asked t o  submit a one-page let ter of 
i n t e n t ,  which should i n c l u d e  a very  s h o r t  synops is  of proposed 
a r e a s  of r e s e a r c h  and i d e n t i f i c a t i o n  of any o t h e r  p a r t i c i p a t i n g  
i n s t i t u t i o n s .  T h i s  l e t te r  should be rece ived  no la ter  than  
A p r i l  1, 1980, a t  t h e  fol lowing address :  

Dr .Sue  Badman 
Chief ,  Ins t rumenta t ion  S e c t i o n  
Physiology and Biomedical Engineer ing Program 
Nat iona l  I n s t i t u t e  of  General Medical Sc iences  
5333 Westbard Avenue 
Bethesda, Maryland 20205 

The I n s t i t u t e  r e q u e s t s  such let ters only  t o  provide  a n  i n d i c a t i o n  
of t h e  number and scope of a p p l i c a t i o n s  t o  be  rece ived .  A le t ter  
of i n t e n t  is n o t  b inding ,  and i t  w i l l  n o t  e n t e r  i n t o  t h e  review 
of any proposa l  subsequent ly  submit ted nor  i s  i t  a necessary  
requirement f o r  a p p l i c a t i o n .  

B.  Format f o r  Appl ica t ion  

Appl ica t ions  must be  submit ted on form PHS 398, t h e  a p p l i c a t i o n  
form f o r  t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t .  The convent iona l  pre­
s e n t a t i o n  i n  format and d e t a i l  f o r  r e g u l a r  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  should be  u t i l i z e d ,  w i t h  care taken  t o  f u l f i l l  t h e  
p o i n t s  i d e n t i f i e d  under "Review C r i t e r i a . "  

C .  Deadline f o r  Submission 

Appl ica t ions  must be rece ived  by May 15 ,  1980. A p p l i c a t i o n s  
rece ived  a f t e r  t h i s  d a t e  w i l l  be  r e t u r n e d .  
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D. Appl ica t ion  Procedure 

The o r i g i n a l  and s i x  (6)  cop ie s  of t h e  completed 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 :  

App l i ca t ion  Receipt 

Div i s ion  of Research Grants 

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

Room 240, Westwood Bui ld ing  

5333 Westbard Avenue 

Bethesda, Maryland 20205 


Label the o u t s i d e  of t h e  ma i l ing  package and t h e  top  of t h e  
f a c e  page "RESPONSE TO RFA, NIH-NIGMS-PBME-80-01" 

E. I n q u i r i e s  

I n q u i r i e s  may be d i r e c t e d  t o  D r .  Badman a t  t h e  addres s  shown 
under I t e m  A of Sec t ion  V I .  Telephone: (301) 496-7294 

V I  I. REFERENCES 

"The Development of a 13C02/ 
12c02 Rat io  Analyzer Using a 

Nondispersive I n f r a r e d  Heterodyne Technique." 
Edward A. McClatchie, Ph.D., Andros, Inc .  

DHEW P u b l i c a t i o n  No. (NIH) 75-762,"Selected Approaches t o  Gas 
Chromotography-Mass Spectrometry i n  Laboratory Medicine." 
Pages 132-144. E d i t o r s :  Me lv i l l e ,  R. and Dobson, V. 
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SPECIAL EMPHASIS RESEARCH CAREER AWARD: 

DIABETES MELLITUS I N  THE ELDERLY 


MOLECULAR AND BIOCHEMICAL AGING PROGRAM, 

NATIONAL INSTITUTE ON AGING 


AND 
L_ 

NATIONAL I N S T I T U T E  OF ARTHRITIS, METABOLISM, 
AND DIGESTIVE D1,SEASES 

Appficatian hec&px date, June 7 ,  7 980 

Diabetes  m e l l i t u s  is  a major h e a l t h  problem a f f l i c t i n g  t h e  e l d e r l y .  It 
is h igh ly  p r e v a l e n t  i n  persons aged f i f t y  and above, and may range  i n  
s e v e r i t y  from a mild g lucose  i n t o l e r a n c e ,  which can be r e g u l a t e d  through 
proper d i e t a r y  c o n t r o l ,  t o  an  extreme i n s u l i n  dependent d i s e a s e .  

Although t h e  h igh  inc idence  of d i a b e t e s  i n  t h e  e l d e r l y  has been observed 
f o r  several y e a r s ,  i t s  under ly ing  cause  i s  s t i l l  unknown. This  S p e c i a l  
Emphasis Research Career Award (SERCA) i s  t h e r e f o r e  in tended  t o :  

0 	 encourage q u a l i f i e d  i n d i v i d u a l s  t o  develop r e s e a r c h  in te res t s  
i n  problems r e l a t e d  t o  d i a b e t e s  and aging. 

0 	 provide  suppor t  f o r  t h e s e  i n d i v i d u a l s  t o  a l low them t o  pursue a 
m u l t i d i s c i p l i n a r y  program of r e s e a r c h  i n  v a r i o u s  b a s i c  and c l i n i c a l  
r e s e a r c h  d i s c i p l i n e s  r e l e v a n t  t o  d i a b e t e s  and ag ing .  

0 	 create a pool  of  h igh ly  q u a l i f i e d  i n v e s t i g a t o r s  w i t h  exper ience  
and e x p e r t i s e  i n  t h e  area of d i a b e t e s  and ag ing  f o r  a f u t u r e  r o l e  
i n  research, teaching ,  and c l i n i c a l  care. 

This SERCA is designed t o  f o s t e r  an i n t e r d i s c i p l i n a r y  approach t o  t h e  
metabol ic  and endocr inologic  a s p e c t s  of  d i a b e t e s  i n  t h e  e l d e r l y  by encourag­
ing q u a l i f i e d  i n d i v i d u a l s  t o  a c q u i r e  in-depth exper ience  and skills i n  t h e  
b a s i c  and c l i n i c a l  s c i e n t i f i c  d i s c i p l i n e s  t h a t  bea r  upon t h i s  area. This  
non-renewable award provides  suppor t  f o r  a f ive -yea r  pe r iod  of f u l l - t i m e  
r e s e a r c h  and r e l a t e d  a c t i v i t i e s .  The l a t te r  may i n c l u d e  f u r t h e r  develop­
ment of  research s k i l l s ,  p a r t i c i p a t i o n  i n  workshops, symposia, and profes­
s i o n a l  meetings,  as w e l l  as involvement i n  p a t i e n t  care t o  t h e  e x t e n t  
requi red  t o  main ta in  c l i n i c a l  s k i l l s  and s t r e n g t h e n  r e s e a r c h  s k i l l s .  A 
minimum of  75% o f  an  awardee’s time must be spen t  i n  t h e  a c t u a l  conduct 
of  r e sea rch .  

P rov i s ions  of t h e  Award 

The SERCA g r a n t  i s  made t o  t h e  awardee’s p a r e n t  i n s t i t u t i o n  and provides  
up t o  $30,000 p e r  yea r  f o r  f u l l  t i m e  sa la ry  suppor t  p l u s  f r i n g e  b e n e f i t s .  
A maximum o f  $8,000 p e r  y e a r  dur ing  t h e  f i r s t  t h r e e  y e a r s  and up t o  
$20,000 p e r  y e a r  du r ing  t h e  remaining two y e a r s  may be provided f o r  
r e sea rch  c o s t s  i nc lud ing  t e c h n i c a l  a s s i s t a n c e ,  l i m i t e d  equipment, s u p p l i e s ,  
c o n s u l t a n t  c o s t s ,  t r a v e l ,  p u b l i c a t i o n  and o t h e r  c o s t s .  
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E l i g i b i l i t y  Requirements 

Candidates f o r  t h e  SERCA Award must ho ld  a n  M.D. o r  equ iva len t  p r o f e s s i o n a l  
degree  (e.g. ,  D.D.S., D .O. ,  D.V.M., e t c . )  and by t h e  beginning d a t e  of  t h e  
award have a minimum of t h r e e  y e a r s  post-M.D. expe r i ence  inc lud ing  two y e a r s  
of c l i n i c a l  t r a f n i n g ,  or t h e  e q u i v a l e n t .  M.D./Ph.D. a p p l i c a n t s  should 
possess  some expe r i ence  i n  endocrinology, physiology b iochemis t ry ,  pharma­
cology, o r  o t h e r  r e l e v a n t  areas of i n t e r e s t ,  such  as epidemiology. Candi­
d a t e s  must be c i t i z e n s  o r  non-c i t i zen  n a t i o n a l s  of t h e  United S t a t e s  o r  i t s  
posses s ions  or t e r r i t o r i e s  or must have been l a w f u l l y  admi t ted  t o  t h e  U . S .  
for permanent res idence  a t  t h e  t i m e  of a p p l i c a t i o n  and m e e t  c e r t a i n  o t h e r  
e l i g i b i l i t y  requi rements  s p e c i f i e d  i n  t h e  SERCA Program Guide l ines .  

P rospec t ive  a p p l i c a n t s  should r e q u e s t  and review t h e  SERCA Guide l ines  which 
d e t a i l  e l i g i b i l i t y  requi rements  and a p p l i c a t i o n  procedures .  I n  a d d i t i o n ,  
p r i o r  t g  p repa r ing  an a p p l i c a t i o n ,  i n d i v i d u a l s  should d i s c u s s  t h e i r  p o t e n t i a l  
e l f g i b i l i t y  as  w e l l  a s  t h e i r  areas of r e s e a r c h  i n t e r e s t  w i t h  t h e  Program 
Di rec to r  l i s t e d  below. Requests f o r  c o p i e s  of  t h e  SERCA Guidel ines  as w e l l  
as ques t ions  r e l a t e d  t o  e l i g i b i l i t y ,  e tc . ,  should be d i r e c t e d  t o :  

D r .  Richard I rwin  

Health S c i e n t i s t  Adminis t ra tor  f o r  Diabe tes  

Molecular and B i o c h e m i c a l  A g i n g  P r o g r a m  
Biomedical Research and Clinical  Medicine Program 

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

Room 5C-23A, Bui ld ing  31 

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

Bethesda, Maryland 20205 


There w i l l  be a one-time r e c e i p t  d a t e  of June 1, 1980 f o r  t h e  f i r s t  
round of a p p l i c a t i o n s ;  t h e r e a f t e r  t h e r e  w i l l  be  a s i n g l e ,  annual  r e c e i p t  
d a t e  of October 1, beginning  October 1, 1980. 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 

N I  H- N I A I  D-80- 3 

NATIONAL I N S T I T U T E  OF ALLERGY AND INFECTIOUS DISEASES 

TITLE : ASTHM AND ALLERGIC DISEASE CENTERS 

BACKGROUND INFORMATION 

The Nat iona l  I n s t i t u t e  of  Al le rgy  and I n f e c t i o u s  Diseases (NIAID) i n v i t e s  
a p p l i c a t i o n s  f o r  g r a n t s  t o  be  i n i t i a t e d  dur ing  FY 1981 f o r  p a r t i c i p a t i o n  
i n  t h e  ongoing Asthma and A l l e r g i c  Disease Centers  (AADC) program. 

The Al le rgy  and C l i n i c a l  Immunology Branch of t h e  Immunology, A l l e r g i c ,  
and Immunologic Diseases program of N I A I D  sponsors  fundamental and c l i n i c a l  
r e sea rch  g r a n t s  and c o n t r a c t s  and t h e  procurement and a p p l i c a t i o n  of r e sea rch  
r e source  and r e f e r e n c e  r eagen t s  concerned wi th  asthma, a l l e r g i c  and immuno­
l o g i c  d i s e a s e s  and wi th  r e l e v a n t  mechanisms of h y p e r s e n s i t i v i t y  and inflam­
mation. This reques t  f o r  a p p l i c a t i o n s  i s  in tended  t o  encourage t h e  develop­
ment of p roposa l s  from c l i n i c a l  i n v e s t i g a t i v e  groups meeting t h e  c r i t e r i a  
and requirements f o r  an  AADC and t o  coord ina te  t h e  submission of new and 
renewal a p p l i c a t i o n s  provid ing  e q u i t a b l e  oppor tun i ty  f o r  bo th  t o  compete 
f o r  funds c u r r e n t l y  a v a i l a b l e  f o r  t h i s  p r o g r a m t i c  a c t i v i t y .  

S ince  i t s  i n c e p t i o n  i n  1971, t h e  AADC program has  p r o g r e s s i v e l y  expanded 
wi th  t h e  g radua l  a d d i t i o n  of new Centers  on an open a p p l i c a t i o n  b a s i s .  I n  
accordance w i t h  e s t a b l i s h e d  po l i cy  announced i n  t h e  N I H  Guide f o r  Grants 
and Contracts, Vol. 7, No. 8 ,  p .  1, June 9,  1978, p roposa l s  f o r  AADCs are  
rece ived  only  p e r i o d i c a l l y  and a t  des igna ted  t imes.  App l i ca t ions  f o r  bo th  
renewal of  e x i s t i n g  AADCs and c r e a t i o n  o f  new Center programs w i l l  be 
expected t o  compete f o r  funds a v a i l a b l e  through t h e  p e r i o d i c a l l y  announced 
awards. 

The AADC program c u r r e n t l y  c o n s i s t s  of 1 6  c e n t e r s .  
scheduled to  terminate and may compete for renewal. 
expec ts  t o  make 3 AADC new o r  competing renewal awards,  

Each year s e v e r a l  a r e  
During N 1981, N I A I D  

This  program i s  descr ibed  i n  t h e  Catalog of Fede ra l  Domestic Ass i s t ance  
number 13.855. 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  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 78-41.0, a s  amended; 
42 USC 241) and admin i s t e red  under PHS g ran t  p o l i c i e s  and F e d e r a l  Regulations 
42 CFR P a r t  52 and 45 CFR P a r t  7 4 .  
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N I A I D ' s  fundamental o b j e c t i v e  i n  cont inuing  t h e  AADC program remains 
unchanged: a c c e l e r a t i o n  of  t h e  a p p l i c a t i o n  of emerging knowledge on t h e  
immune system and from r e l e v a n t  biomedical s c i e n c e s  t o  c l i n i c a l  i n v e s t i g a ­
t i o n s  concerned wi th  asthma, a l l e r g i c  d i s e a s e s ,  and h y p e r s e n s i t i v i t y  
d i s o r d e r s .  E s p e c i a l l y  sought  as t h e  r e q u i s i t e  f a c t o r s  w i t h i n  a p a r t i c i p a t ­
i n g  i n s t i t u t i o n  are q u a l i t y  r e s e a r c h  i n  ( a )  b a s i c  s c i e n c e ( s )  and c l i n i c a l  
i n v e s t i g a t i o n  supported by adequate  c l i n i c a l  f a c i l i t i e s ,  s t a f f  e x p e r t i s e  
i n  d i a g n o s i s  and management of as thmat ic  and a l l e r g i c  p a t i e n t s ,  and access  
t o  (an) a p p r o p r i a t e  p a t i e n t  p o p u l a t i o n ( s )  w i t h i n  a s u i t a b l e  academic/ 
i n v e s t i g a t i v e .  s e t t i n g  designed t o  f a v o r  m u l t i d i s c i p l i n a r y  i n t e r a c t i o n .  

RESEARCH GOALS AND SCOPE 

1. 	 There should be  i n d i c a t i o n  by t h e  sponsoring u n i v e r s i t y  o r  medical 
i n s t i t u t i o n  of  w i l l i n g n e s s  and preparedness  t o  commit r e s o u r c e s  t o  
i n s u r e  development, o p e r a t i o n ,  s u p p o r t ,  and f u n c t i o n  of  t h e  proposed 
Center  i n  devot ing i t s  e f f o r t s  t o  an i d e n t i f i e d  s tudy  on asthma and/or  
a l l e r g i c  disease as  a fundamental p r e r e q u i s i t e .  

2. 	 The a p p l i c a n t ' s  achievements i n  b a s i c  s c i e n c e  r e s e a r c h  should have 
reached t h a t  s t a g e  o f  development where experimental  l e a d s  a r e  
s u f f i c i e n t l y  encouraging t o  warran t  t r a n s i t i o n  from promising labora­
t o r y  f i n d i n g s  t o  corresponding i n v e s t i g a t i o n s  a t  t h e  c l i n i c a l  level 
wi th  t h e  u l t i m a t e  g o a l  of developing new and improved methods f o r  
d i a g n o s i s ,  p revent ion ,  and t rea tment  of  asthma and/or  t h e  o t h e r  
a l l e r g i c  diseases. 

3 .  	 A p r o s p e c t i v e  Center  should be  i n  a p o s i t i o n  t o  p r e s e n t  evidence of 
exper ience ,  o r i e n t a t i o n ,  l a b o r a t o r y  and c l i n i c a l  f a c i l i t i e s ,  s c i e n t i f i c  
and p r o f e s s i o n a l  s t a f f ,  suppor t  personnel  and t h e  e x p e r t i s e  t o  design 
proposa ls ,  execute  p r o t o c o l s  r e p r e s e n t i n g  a m u l t i f a c e t e d  long-term 
approach, and b r i n g  d i v e r s e  i n s t i t u t i o n a l  s t r e n g t h s  t o  bear  upon t h e  
s tudy  of major problems i n  asthma, o t h e r  (of t he )  a l l e r g i c  d i s e a s e ( s )  
and/or  pa thophys io logic  mechanisms under ly ing  these d i s o r d e r s .  

4 .  	 S u i t a b l e  s u b j e c t s  f o r  s t u d y  w i t h i n  t h e  p r o v i s i o n  of t h i s  program 
may i n c l u d e  t h o s e  r e l e v a n t  t o :  

a.  asthma and i t s  m u l t i f a c t o r i a l  a s p e c t s ;  

b. 	 a t o p i c  d i s e a s e s  ( e . g . ,  a l l e r g i c  r h i n i t i s ,  u r t i c a r i a ,  a t o p i c  
d e r m a t i t i s )  ; 

c. 	 i d e n t i f i c a t i o n ,  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  of  e t i o l o g i c  a g e n t s  
of a l l e r g y  ( e . g . ,  d rugs ,  chemicals ,  foods,  a i r b o r n e  a l l e r g e n s ) ;  

d .  	 pathologic  e x p r e s s i o n s ,  pa thophys io logic  mechanisms, and g e n e t i c  
f a c t o r s  of a l l e r g i c  d i s e a s e  and a l l e r g i c  inflammation; 
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e. 	 immune mechanisms and a g e n t s  of immediate h y p e r s e n s i t i v i t y  
and o f  r e l a t e d  h y p e r s e n s i t i v i t y  man i fe s t a t ions  of an t igen -
ant ibody r e a c t i o n s  o r  ce l l  mediated immunity (e .g .  h y p e r s e n s i t i v i t y ,  
pneumonitis ,  a l l e r g i c  d e r m a t i t i s ,  v a s c u l i t i s ,  a l l e r g i c  gas t ro ­
e n t e r i t i s ,  drug r e a c t i o n s )  and t h e  development of corresponding 
improved d i a g n o s t i c  materials and methods; 

f .  	 immunopharmacology, immunotherapy, and t h e  development of s p e c i f i c  
pharmacologic agen t s  designed f o r  prevent ion  and t rea tment  of  
asthma and t h e  o t h e r  a l l e r g i c  d i s e a s e s .  

5. 	 Study of  animal models w i l l  be cons idered  a c c e p t a b l e  as  a p a r t i a l  
segment o r  a d j u n c t  t o  a Cen te r ' s  program on ly  i f  t h i s  l i n e  of r e s e a r c h  
is  a p p l i c a b l e  t o  t h e  c h a r a c t e r  of t h e  primary i n v e s t i g a t i o n  of asthma 
o r  t h e  human a l l e r g i c  d i s e a s e  c e n t r a l  t o  t h e  p roposa l .  

6 .  	 Designat ion  of a Center D i r e c t o r  should be  based upon accomplishment 
and exper ience  as a s e n i o r  s c i e n t i s t  and a b i l i t y  t o  assume bo th  
l e a d e r s h i p  of t h e  i n v e s t i g a t i v e  group and r e s p o n s i b i l i t y  f o r  
s c i e n t i f i c ,  p r o f e s s i o n a l ,  and a d m i n i s t r a t i v e  f u n c t i o n s .  

7. 	 More than  one d e l i n e a t e d  avenue of r e s e a r c h  may be pursued w i t h i n  a 
Center w i th  p r o v i s i o n  f o r  u n i f i e d  o p e r a t i o n  and coord ina t ion  of 
component p r o j e c t s  and c o l l a b o r a t i v e  i n v e s t i g a t o r s .  

8, 	 A Center should n o t  r e l y  upon i t s  a b i l i t y  t o  conduct r e sea rch  a c t i v i t y  
s o l e l y  w i t h i n  t h e  conf ines  of a s i n g l e  d i s c i p l i n e ,  bu t  r a t h e r  should 
have e s t a b l i s h e d  t h e  a s s o c i a t i o n s  t o  involve  p a r t i c i p a t i o n  by workers 
i n  t h e  p e r t i n e n t  biomedical f i e l d s  and medical s p e c i a l i t i e s  a l l i e d  
t o  asthma, a l l e r g y ,  and c l i n i c a l  immunology (e .g .  immunobiology, 
b iochemis t ry ,  microbiology, b i o s t a t i s t i c s ,  b io ins t rumen ta t ion  and 
computer s c i ence ;  and t h e  c l i n i c a l  s u b s p e c i a l i t i e s ,  e.g.  dermatology, 
rheumatology, i n f e c t i o u s  d i s e a s e s ,  pulmonary medicine,  hematology, 
o torh inolaryngology)  . 

9.  	 The C e n t e r  D i r e c t o r  w i l l  be expected t o  communicate f r e e l y  wi th  t h e  
N I A I D  and o t h e r  des igna ted  Centers  f o r  e f f e c t i v e  exchange of  new 
informat ion ,  t o  i n t e r a c t  w i t h  s c i e n t i s t s  working . in  o t h e r  Centers  on 
r e l a t e d  i n v e s t i g a t i v e  problems, and t o  p re sen t  p rogres s  r e p o r t s  and 
s h a r e  exper imenta l  d a t a  wi th  o t h e r  Centers  through exchanges and 
a t t endance  a t  N I A I D  sponsored meetings of  s tudy  groups and AADC 
workshQps. 

MECHANISM O F  SUPPORT 

I n  f i s c a l  y e a r  1981, t h e  N I A I D  p l a n s  t o  award a t  least t h r e e  Asthma and 
A l l e r g i c  Disease Center  Awards. Each g r a n t  w i l l  have a d u r a t i o n  of n o t  
more than  f i v e  yea r s .  Funding beyond t h e  f i r s t  yea r  of t h e  g r a n t  w i l l  
be con t ingen t  upon s a t i s f a c t o r y  p rogres s  du r ing  t h e  preceding  y e a r .  
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The receipt d a t e  f o r  a p p l i c a t i o n s  w i l l  be October 15, 1980. They w i l l  
undergo i n i t i a l  review i n  February-March and subsequent review by t h e  
Nat iona l  Advisory Al l e rgy  and I n f e c t i o u s  Disease Council i n  May 1981. 
September 1, 1981 w i l l  be  t h e  earliest s t a r t i n g  d a t e  f o r  s u c c e s s f u l  
a p p l i c a n t s .  

Grant funds may be u t i l i z e d  t o  suppor t  t h e  r e s e a r c h  ac t iv i t ies  of s c i e n t i f i c  
and p r o f e s s i o n a l  pe r sonne l ,  a d m i n i s t r a t i o n ,  c o n s u l t a t i o n  s e r v i c e s ,  c e n t r a l  
suppor t  services, equipment, s u p p l i e s ,  t r a v e l ,  and p u b l i c a t i o n  c o s t s .  
Support f o r  r e s e a r c h - r e l a t e d  c o s t s  of p a t i e n t  involvement and medical 
care may be a u t h o r i z e d .  S ince  t h e  program cannot provide  funds f o r  new 
c o n s t r u c t i o n ,  adequate  p h y s i c a l  f a c i l i t i e s  must be a v a i l a b l e  f o r  t h e  
primary needs of t h e  Cen te r ,  However, moderate a l t e r a t i o n s  o r  r enova t ions  
t o  enhance c l i n i c a l  f a c i l i t i e s  may be allowed i f  they  are necessary  t o  
meet o b j e c t i v e s  of t h e  C e n t e r ' s  program. 

Only those  i n s t i t u t i o n s  t h a t  can demonstrate e x p e r t i s e  i n  both  b a s i c  and 
c l i n i c a l  areas and can d i r e c t  t h e i r  r e sources  toward a m u l t i f a c e t e d  a t t a c k  
on asthma o r  t h e  o t h e r  a l l e r g i c  d i s e a s e s  can be  suppor ted  under t h e  pro-
v i s i o n s  of t h e  AADC program. 

REVIEW PROCEDURES AND CRITERIA 

For p re l imina ry  sc reen ing  by N I A I D  s t a f f ,  a "letter of i n t e n t "  must f i r s t  
be prepared by t h e  p r o s p e c t i v e  program d i r e c t o r .  

Letters of i n t e n t  should cover  t h e  fo l lowing  p o i n t s :  

1. 

2. 

3 .  

4 .  

5. 

6 .  

7, 

8. 

a b r i e f  d e s c r i p t i o n  of t h e  in tended  p r o j e c t ;  

a d e s c r i p t i o n  o f  a v a i l a b l e  l a b o r a t o r y  f a c i l i t i e s ;  

a b r i e f  d e s c r i p t i o n  of ongoing b a s i c  immunologic and c l i n i c a l  r e s e a r c h  
r e l a t i n g  t o  asthma, a l l e r g y ,  o r  h y p e r s e n s i t i v i t y  w i t h  e s p e c i a l  r e f e r e n c e  
t o  any s t u d i e s  of t h e  immediate t y p e ;  

a b r i e f  d e s c r i p t i o n  o r  r e f e r e n c e  t o  publ i shed  r e s e a r c h  works by t h e  
i n v e s t i g a t o r s  on asthma, a l l e r g y ,  o r  h y p e r s e n s i t i v i t i e s  e s p e c i a l l y  
po in t fng  o u t  t h o s e  t h a t  may re la te  t o  t h e  immediate t y p e  and i d e n t i f i ­
c a t i o n  of  e x i s t i n g  p r o j e c t s  and sources  of suppor t ;  

a d e s c r i p t i o n  of a l l  c l i n i c  f a c i l i t i e s  a v a i l a b l e  f o r  u s e  by t h e  
proposed Center;  

s p e c i f i c  in format ion  on t h e  i n s t i t u t i o n ' s  p r e s e n t  p a t i e n t  l oad  and 
p r o j e c t i o n s  f o r  p a t i e n t  involvement i n  c l i n i c a l  i n v e s t i g a t i o n ;  

t h e  academic p o s i t i o n s  and major r e s e a r c h  i n t e r e s t s  of t h e  program 
d i r e c t o r  and h i s  p r o f e s s i o n a l  s t a f f  who w i l l  be involved i n  t h e  work 
of  t h e  Asthma and A l l e r g i c  Disease  Center ;  

c o l l a b o r a t i v e  p o s s i b i l i t i e s  w i th  o t h e r  area l a b o r a t o r i e s  and 
i n v e s t i g a t o r s  and d e l i n e a t i o n  o f  t h e  r o l e s  and manner of  a n t i c i p a t e d  
p a r t i c i p a t i o n  and i n t e r a c t i o n  of t h e  p r i n c i p a l  i n v e s t i g a t o r s ,  
c o n s u l t a n t s ,  and c o l l a b o r a t o r s .  

c 
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Letters of i n t e n t  are due no later than  July 15,  1980, and upon r e c e i p t  
w i l l  be screened by N I A I D  s t a f f  t o  determine t h e  e l i g i b i l i t y  and s u i t a b i l i t y  
of t h e  p r o j e c t e d  p roposa l s  f o r  t h e  A s t h m a  and A l l e r g i c  Diseases Centers  
pro gram. 

I n q u i r i e s  and let ters should be d i r e c t e d  and addressed  t o :  

Robert Golds te in ,  M.D., Ph.D. 

Chief ,  Al le rgy  and C l i n c a l  Immunology Diseases Program 

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

Room 755, Westwood Bui ld ing  

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

Bethesda, Maryland 20205 


Telephone: (301) 496-7104 

CONSEQUENCES OF LACK OF RESPONSIVENESS TO THE RFA OR LATE SUBMISSION 

Based upon t h e  l e t t e r  of i n t e n t ,  p o t e n t i a l  a p p l i c a n t s  w i l l  be promptly 
advised  whether o r  n o t  t h e i r  p roposa l  is  found t o  be w i t h i n  t h e  r e sea rch  
g o a l s  and scope of  t h e  program as de f ined  i n  t h i s  RFA. Appl icants  w i l l  
then have an  oppor tun i ty  t o  c o r r e c t  d e f i c i e n c i e s  or weaknesses and t o  
r e s t r u c t u r e  t h e i r  submissions accord ingly .  Formal a p p l i c a t i o n s  t h a t  are 
n o t  respons ive  t o  t h e  RFA o r  are n o t  rece ived  by October 15 ,  1980, w i l l  
n o t  be accepted  f o r  review and w i l l  be r e t u r n e d  t o  t h e  a p p l i c a n t .  

METHOD OF APPLYING 

Before p repa r ing  an  a p p l i c a t i o n ,  t h e  p r o s p e c t i v e  a p p l i c a n t  should r eques t  
from N I A I D  program s t a f f  a copy of t h e  N I A I D  Informat ion  Brochure on 
Program P r o j e c t s  which c o n t a i n s  d e t a i l s  on t h e  requi rements  f o r  mul t i -
d i s c i p l i n a r y  g r a n t  a p p l i c a t i o n s .  

Use t h e  s t anda rd  r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS 398, a v a i l a b l e  from 
most i n s t i t u t i o n a l  bus iness  o f f i c e s  o r  t h e  Div is ion  of Research Grants ,  NIH.  
In addit ion to fo l lowing  accompanying format i n s t r u c t i o n s  f o r  the develop­
ment of a Center a p p l i c a t i o n ,  i n c l u d e  expanded material l i s t e d  above under 
t h e  e i g h t  p o i n t s  f o r  t h e  " le t ter  of i n t e n t . "  
and process ing ,  the words "ASTHMA AND ALLERGIC 
typed on t h e  f a c e  page of  t h e  a p p l i c a t i o n  and 
should be a t t a c h e d  i n d i c a t i n g  submission i s  i n  
announcement . 
Forward to:  

For purposes of i d e n t i f i c a t i o n  
DISEASE CENTER" should be 

a b r i e f  cover ing  l e t t e r  
response  t o  t h i s  N I A I D  

Div is ion  of Research Grants 
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 2 4 0 ,  Westwood Bui ld ing  
Bethesda, Maryland 20205 
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Please forward a copy (no t  t h e  o r i g i n a l )  of t h e  cover  let ter and t h e  

a p p l i c a t i o n  f a c e  page t o :  (1) t h e  N I A I D  Program Di rec to r  ( D r .  Robert 

Golds te in ,  see addres s  above) i n  o r d e r  t o  a le r t  N I A I D  t o  t h e  submission .(** 


of t h e  proposa l ,  and ( 2 )  t h e  Chief ,  Program and P r o j e c t  Review Branch, 

N I A I D ,  Room 703, Westwood Bui ld ing ,  Nat iona l  I n s t i t u t e s  of Heal th ,  

Bethesda, Maryland 20205. 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 

FDA- BRH- DBE-80- 1 

BUREAU OF RADIOLOGICAL HEALTH. 

FOOD AND DRUG ADMINISTRATION 

TITLE : DELAYED EFFECTS OF ULTRASOUND EXPOSURE 

The Divis ion  of B io log ica l  E f f e c t s  (DBE) of t h e  Bureau o f  Rad io log ica l  
Heal th  (BRH), Food and Drug Adminis t ra t ion  (FDA), conducts a nation-wide 
program of  animal exper imenta t ion  and ep idemiologica l  r e s e a r c h  on t h e  
b i o l o g i c a l  e f f e c t s  of exposure t o  e lec t ro-magnet ic  r a d i a t i o n .  The 
Div i s ion ,  through workshops, symposia, r e sea rch  and l i t e r a t u r e  review, 
s t u d i e s  and e v a l u a t e s  exper imenta l ,  ep idemiologica l ,  and c l i n i c a l  r e s e a r c h  
t o  assess t h e  h e a l t h  e f f e c t s  r e s u l t i n g  from r a d i a t i o n  exposure. 

This RFA w i l l  u se  t h e  customary grant-in-aid mechanism which w i l l  be 
governed by t h e  p o l i c i e s  f o r  r e g u l a r  r e sea rch  g r a n t s .  The respons i ­
b i l i t y  f o r  p lanning ,  d i r e c t i n g ,  and execut ing  t h e  proposed r e s e a r c h  
p r o j e c t  w i l l  be s o l e l y  t h a t  of t h e  a p p l i c a n t .  

The p resen t  RFA announcement i s  open t o  a l l  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  
a s i n g l e  compet i t ion  w i t h  a s p e c i f i e d  dead l ine  f o r  r e c e i p t  of app l i ca ­
t i o n s .  It  i s  a n t i c i p a t e d  t h a t  a l l  a p p l i c a t i o n s  i n  response  t o  t h e  RFA 
w i l l  be reviewed a t  t h e  same t i m e  by a s i n g l e  review panel .  Grants w i l l  
be made under t h e  l e g i s l a t i v e  a u t h o r i z a t i o n  i n  Sec t ion  356(b)(2) of t h e  
Pub l i c  Heal th  Se rv ice  Act and w i l l  be adminis te red  accord ing  t o  p o l i c i e s  
a p p l i c a b l e  t o  r e s e a r c h  p r o j e c t  g r a n t s .  This program i s  o u t l i n e d  i n  13.103 
of t h e  Catalog of Federa l  D o m e s t i c  Ass i s t ance .  

P o t e n t i a l  a p p l i c a n t s  are reques t ed  t o  send, by A p r i l  1, 1980, a l e t te r  of 
i n t e n t  t o  submit a n  a p p l i c a t i o n .  The o r i g i n a l  and s i x  (6)  c o p i e s  of  t h e  
a p p l i c a t i o n  are t o  be  s e n t  t o  t h e  Div i s ion  of Research Grants by May 7 ,  1980. 
A b r i e f  covering l e t t e r  should be enc losed  i n d i c a t i n g  t h a t  t h e  a p p l i c a t i o n  
i s  being submitted i n  response  t o  t h e  RFA, FDA-BRH-DBE-80-1: DELAYED EFFECTS 
OF ULTRASOUND EXPOSURE, Appl i ca t ions  should be prepared  i n  accordance w i t h  
t h e  a i m s  and requirements desc r ibed  i n  t h e  fo l lowing  s e c t i o n s :  

I. BACKGROUND INFORMATION 
11. GOALS AND SCOPE 
111. MECHANISM OF SUPPORT 


I V .  REVIEW PROCEDURES AND C R I T E R I A  
V. METHOD OF APPLYING 

V I .  SELECTED BIBLIOGRAPHY 



-- 

-- 
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I. BACKGROUND INFORMATION 

A t  p r e s e n t ,  t h e  d i a g n o s t i c  u se  of u l t r a sound  is  g e n e r a l l y  accepted  as s a f e .  
This  acceptance  is  based on animal experiments which show an  apparent  
t h re sho ld  below which a c u t e  e f f e c t s  observed a t  high l e v e l s  of exposure 
do n o t  occur.  Acceptance of s a f e t y  i s  r e i n f o r c e d  by t h e  absence of r e p o r t s  
of a c u t e  adve r se  e f f e c t s  i n  humans. However, t h e  p o t e n t i a l  f o r  a c u t e  
adve r se  e f f e c t s  from u l t r a sound  has  n o t  been s y s t e m a t i c a l l y  explored  and 
t h e  p o t e n t i a l  f o r  delayed e f f e c t s  has  been v i r t u a l l y  ignored. 

Human s t u d i e s  t o  d a t e  r e p o r t  no shor t - te rm e f f e c t s  of u l t r a s o u n d  exposure 
on t h e  f e t u s  i n  u t e r o .  Although no i n c r e a s e  i n  i n f a n t  a b n o r m a l i t i e s  w e r e  
observed, t h e  s t u d i e s  w e r e  n o t  designed t o  d e t e c t  anomalies.  Anatomic 
a b n o r m a l i t i e s  obvious a t  n e o n a t a l  examination would be expected t o  r e s u l t  
from i n s u l t  du r ing  t h e  pe r iod  of major organogenes is  i n  t h e  embryo, bu t  
t h e  ma jo r i ty  of exposures i n  t h e s e  s t u d i e s  occurred  w e l l  a f t e r  organo­
genes i s .  I n  a d d i t i o n ,  t h e  s t u d i e s  provide  no b a s i s  f o r  i n f e r e n c e s  about  
t h e  p o s s i b i l i t y  of de layed  e f f e c t s .  

W e  are c u r r e n t l y  aware of two epidemiologica l  s t u d i e s  ongoing t o  de te rmine  
p o s s i b l e  delayed e f f e c t s  of u l t r a sound  on c h i l d r e n  exposed i n  u t e r o .  One 
i s  u t i l i z i n g  medical r e c o r d s  and d e t a i l e d  followup examinations of  c h i l d r e n  
exposed t o  u l t r a sound  -____i n  u t e r o  du r ing  t h e  pe r iod  1968-1972. This  s t u d y  will 
a t t empt  t o  d e t e c t  de t r imen t  t o  t h e  gene ra l  h e a l t h ,  p h y s i c a l  and i n t e l l e c t u a l  
development, and n e u r o l o g i c a l  f u n c t i o n .  The second is p r i m a r i l y  based on 
medical r eco rds ,  w i t h  p o s s i b l e  followup on a s a m p l e  from t h e  s tudy  group. 
‘This s tudy  w i l l  examine morbid i ty  and m o r t a l i t y  d a t a  and p h y s i c a l  develop­
ment parameters  ( h e i g h t ,  weight ,  e t c  .) 
A n i m a l  s t u d i e s  are performed t o  d e t e c t  p o s s i b l e  adve r se  e f f e c t s  and t o  
i n d i c a t e  t h e  s o c i a l  and e t h i c a l  boundar ies  t h a t  l i m i t  human exposure.  
Many of t h e  e a r l y  animal s t u d i e s  u t i l i z e d  i n t e n s i t i e s  o r d e r s  of magnitude 
above d i a g n o s t i c  leyels, and observed g r o s s  e f f e c t s  such as m o r t a l i t y ,  
t i s s u e  n e c r o s i s  and p a r a l y s i s .  

Recent ly ,  t h e r e  have been r e p o r t s  of more s u b t l e  b i o l o g i c a l  e f f e c t s  i n  
an imals  exposed t o  l e v e l s  of u l t r a sound  r e p r e s e n t a t i v e  of c u r r e n t  d i a g n o s t i c  
a p p l i c a t i o n s .  I n  f a c t ,  some of t h e  s t u d i e s  invo lve  t h e  u s e  of a c l i n i c a l  
dev ice  as t h e  exposure source .  These e f f e c t s  i n c l u d e  f u n c t i o n a l  and be­
h a v i o r a l  a l t e r a t i o n s  and f e t a l  anomalies i n  exper imenta l  an imals ,  and growth 
and metabolism changes i n  c u l t u r e d  c e l l s .  There i s  a l s o  a r e p o r t  of 
i nc reased  movement of human f e t u s e s  du r ing  exposure t o  a doppler  f e t a l  
d e t e c t o r .  It i s  u n c l e a r  how t h e  a v a i l a b l e  b i o e f f e c t s  d a t a  t r a n s l a t e  i n t o  
r i s k  t o  p a t i e n t s  exposed t o  u l t r a sound .  However, t h e  p o s s i b i l i t y  of a l t e r e d  
f u n c t i o n a l  development i n  a c h i l d ,  even minor a b e r r a t i o n s ,  would be  of 
concern t o  a pregnant  mother undergoing an u l t r a s o n i c  examination. 

Much of t h e  c u r r e n t  b i o e f f e c t  in format ion  i s  c o n t r o v e r s i a l .  Often t h e  
u l t r a sound  dosimetry i s  inadequate ,  most of  t h e  s t u d i e s  do n o t  mimic t h e  
c o n d i t i o n s  of t h e  c l i n i c a l  s i t u a t i o n ,  and a lmost  none of  t h e  s t u d i e s  has  
been independently v e r i f i e d  t o  d a t e .  
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Other problems a s s o c i a t e d  w i t h  t h e  c u r r e n t  d a t a  base  i n c l u d e  t h e  l a c k  of 
dose-ef fec t  d a t a ,  t h e  l a c k  o f  t h re sho ld  d a t a ,  and t h e  l a c k  of d a t a  on 
long-term e f f e c t s .  I n  a d d i t i o n ,  much of  t h e  d a t a  is  from exposure t o  
continuous wave u l t r a sound .  The b i o l o g i c a l  impact o f  s h o r t  p u l s e s  of 
h igh  i n t e n s i t i e s  of u l t r a s o u n d ,  such as used i n  pulse-echo u l t r a sound  
imaging, is l i t t l e  understood. These p u l s e s  may have a temporal peak 
' i n t e n s f t y  1000 times g r e a t e r  t han  t h e  average  i n t e n s i t y .  

11. GOALS AND SCOPE 

The o b j e c t i v e  of t h e  proposed s t u d i e s  is  t o  encourage exper imenta l  r e s e a r c h  
on t h e  pO66ible d e l e t e r i o u s  e f f e c t s  of  u l t r a sound  exposure. Experimental  
s t u d i e s  of  b i o l o g i c a l  e f f e c t s  of u l t r a sound  exposure have, t o  d a t e ,  con­
c e n t r a t e d  on prompt respcmses,  Thus, many q u e s t i o n s  p e r t i n e n t  t o  r i s k  
assessmmt are a t i l l  unexplained. S ince  r e l a t i v e l y  l i t t l e  is known about  
p o s s i b l e  responses  t o  u l t r a sound  exposure that are n o t  immediately mani­
f e s t e d ,  t h e  scope of t h i s  RFA is  gene ra l  t o  accommodate a v a r i e t y  o f  pro­
p o s a l s  t h a t  would be  p o t e n t i a l l y  respons ive .  However, t h e  program is  
o r i e n t e d  toward d e f i n i n g  p o t e n t i a l  r i s k s  which may be  a s s o c i a t e d  w i t h  
medical usage of  u l t r a sound .  Therefore ,  primary i n t e r e s t  i s  i n  t h e  range  
of u l t r a s o n i c  f r equenc ie s ,  i n t e n s i t i e s  and d e l i v e r y  formats  t y p i c a l  of 
c u r r e n t  d i a g n o s t i c  techniques .  Also, s i n c e  t h e  s tudy  of u l t r a sound  induced 
b i o e f f e c t s  i s  a very complex area involv ing  b o t h  b i o l o g i c a l  and p h y s i c a l  
imp l i ca t ions ,  i n t e r d i s c i p l i n a r y  c o l l a b o r a t i o n s  are s t r o n g l y  encouraged. 

The f a c t o r s  t o  be addressed  i n  developing s t u d i e s  should inc lude ,  bu t  n o t  
n e c e s s a r i l y  be l i m i t e d  to :  

1. rep roduc ib le  endpo in t s  i n d i c a t i v e  o f  adve r se  e f f e c t s ;  

2 .  	 means by which damage is  a s c r i b e d  ( . i .e. ,  i s  i t  accumulative,  
r epa i r a ,b l e ,  l i n e a r  o r  o the rwise  wi th  r epea ted  exposures) ; 

3 ,  	 c o n s i d e r a t i o n  o f  e f f e c t s  as func t ion  of  peak o r  average  
i n t e n s i t y  i n  pulsed  exposures;  and 

4. development of p o s s i b l e  ch ron ic  d i s e a s e  states, 

111. MECHANISM OF SUPPORT 

The suppor t  f o r  t h i s  program w i l l  be t h e  t r a d i t i o n a l  gran t - in-a id .  
Applfcants,  who are expec ted  t o  p l a n  and execute  t h e i r  own r e s e a r c h  
programs, a r e  r eques t ed  t o  f u r n i s h  an o u t l i n e  of t h e  phases  i n t o  which 
t h e  program can be l o g i c a l l y  d iv ided ,  t h e i r  own estimates of the t i m e  
r equ i r ed  t o  achieve  s p e c i f i c  o b j e c t i v e s  of t h e  proposed work, and a 
schedule  f o r  completion of  t h e  work. 

The t o t a l  p r o j e c t  p e r i o d  o f  t h i s  proposa l  must n o t  exceed t h r e e  y e a r s ,  
and s ingle-year  a p p l i c a t i o n s  are encouraged. S t a r t i n g  d a t e s  as e a r l y  
as September 15, 1980, o r  la ter ,  may be reques ted .  
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Support  of g r a n t s  pursuant t o  t h i s  r e q u e s t  f o r  a p p l i c a t i o n s  i s  con t ingen t  
upon u l t i m a t e  r e c e i p t  of appropr i a t ed  funds f o r  t h i s  purpose.  The award 
of g r a n t s  w i l l  be  in f luenced  by t h e  amount of funds a v a i l a b l e  t o  t h e  
Bureau, by t h e  o v e r a l l  m e r i t  of p roposa l s ,  and by t h e i r  c r i t i c a l  r e l evance  
t o  t h e  program goa l .  To ta l  funding of  t h i s  program i s  n o t  a n t i c i p a t e d  t o  
exceed $100,000 t h i s  yea r  i nc lud ing  i n d i r e c t  c o s t s .  

I V .  REVIEW PROCEDURES AND C R I T E R I A  

A. Review Method 

The a p p l i c a t i o n s  w i l l  be  eva lua ted  on a compe t i t i ve  b a s i s .  
The i n i t i a l  s c i e n t i f i c  m e r i t  review w i l l  be  a r ranged  by t h e  
Div i s ion  of Research Grants ,  NIH.  

B. Review C r i t e r i a  

App l i ca t ions  must be r e spons ive  t o  t h i s  RFA; t h a t  i s  they 
must be r e l e v a n t  t o  t h e  g o a l s  of t h i s  program announcement 
and g u i d e l i n e s .  App l i ca t ions  judged by FDA n o t  t o  be  respons ive  
w i l l  be r e tu rned  t o  t h e  a p p l i c a n t .  

The f a c t o r s  cons idered  i n  e v a l u a t i n g  each a p p l i c a t i o n  w i l l  be: 

1. 	 S c i e n t i f i c  m e r i t  o f  t h e  r e s e a r c h  des ign ,  approach and 
methodology; 

2. Methods of  ana lyses ;  r) 

3. Adequacy of e x i s t i n g  and proposed f a c i l i t i e s  and r e sources ;  

4 .  	 Research expe r i ence  and competence of t h e  s t a f f  t o  conduct 
t h e  proposed i n v e s t i g a t i o n s ;  

5. 	 Adequacy of  t i m e  ( e f f o r t )  t o  be  devoted t o  t h e  p r o j e c t  by 
t h e  i n v e s t i g a t o r s  and t h e  t e c h n i c a l  s t a f f ;  

6 .  Evidence of i n s t i t u t i o n a l  commitment t o  t h e  program; 

7. Duration of  proposed program; and 

8. Cost r easonab leness  of t h e  program. 

V. METHOD OF APPLYING 

A. Let ter  of  I n t e n t  

P r o s p e c t i v e  a p p l i c a n t s  are asked t o  submit a b r i e f  one-page l e t t e r  
of i n t e n t ,  which should inc lude  a very s h o r t  synops i s  of proposed 
r e s e a r c h  p l an .  This  le t ter  should be  r ece ived  no l a t e r  than  
A p r i l  1, 1980, a t  t h e  fo l lowing  addres s :  
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D r .  D e W i t t  G. Hazzard (HFX-14) 

Acting D i r e c t o r  

Extramural Research S t a f f ,  OMS 

Bureau of Radio logica l  Heal th ,  FDA 

5600 F i s h e r s  Lane 

Rockvi l le ,  Maryland 20857 


The Bureau r e q u e s t s  such letters only  t o  provide  a n  i n d i c a t i o n  of 
t h e  number of  scope of a p p l i c a t i o n s  t o  b e  r ece ived .  A let ter of 
i n t e n t  is n o t  binding, and it w i l l  n o t  e n t e r  i n t o  t h e  review of 
any p rqposa l  subsequently submi t ted ,  n o r  is i t  a necessa ry  r e q u i t e ­
ment f o r  a p p l  icat lon  . 

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

App l i ca t ions  must be submitted on form PHS 398, t h e  a p p l i c a t i o n  
form f o r  the t r a d i t i o n a l  r e s e a r c h  g r a n t .  Appl ica t ion  k i t s  are 
a v a i l a b l e  a t  most i n s t i t u t i o n a l  bus iness  o f f i c e s  o r  from t h e  
Div i s ion  of Research Grants ,  N I H .  The convent iona l  p r e s e n t a t i o n  
i n  format and d e t a i l  f o r  r e g u l a r  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  should 
be  u t n i z e d ,  w i t h  care taken  t o  f u l f i l l  t h e  p o i n t s  i d e n t i f i e d  under 
Review Criteria.  

C. Deadline f o r  Submission 

App l i ca t ions  must be  r ece ived  by May 7 ,  1980. App l i ca t ions  
r ece ived  a f t e r  t h i s  d a t e  w i l l  be r e tu rned .  

D. App l i ca t ion  Procedure 

The o r i g i n a l  and s i x  ( 6 )  c o p i e s  of t h e  completed a p p l i c a t i o n  
should be  d e l i v e r e d  t o :  

App l i ca t ion  Receipt 

Div i s ion  of Research Grants 

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

Room 240, Westwood Bui ld ing  

5333 Westbard Avenue 

Bethesda, Maryland 20205 


Label t h e  o u t s i d e  of  t h e  ma i l ing  package and t h e  top  of  t h e  f a c e  
Page "RESPONSE TO RFA, FDA-BRH-DBE-80-1. " 

A b r i e f  cove r ing  letter must accompany t h e  a p p l i c a t i o n  i n d i c a t i n g  
t h a t  i t  is submi t ted  i n  response t o  t h e  RFA: DELAYED EFFECTS OF 
ULTRASOUND EXPOSURE. A carbon copy of t h i s  cove r ing  l e t te r  and a 
s i n g l e  copy of t h e  a p p l i c a t i o n  should be s e n t  t o  D r .  D e W i t t  G.  Hazzard 
(address  above). 



Page Twenty eight 

E. I n q u i r i e s  

I n q u i r i e s  may be addressed t o :  

D r .  M e 1  E. S t ra tmeyer  (HFX-120) 

Divis ion  of B i o l o g i c a l  E f f e c t s ,  EXSB 

Bureau of Radio logica l  Heal th ,  FDA 

5600 F i s h e r s  Lane 

Rockvi l le ,  Maryland 20857 


Telephone: (301) 443-3466 

V I .  SELECTED BIBLIOGRAPHY 

1. 	 David,  H . ,  J . B .  Weaver and J .F.  Pearson, "Doppler Ultrasound 
and F e t a l  A c t i v i t y , "  B r i t i s h  Medical J o u r n a l ,  2:62-64, 1975. 

2. 	 Liebeskind,  D., R. Bases, F. E lequin ,  S .  Neubort, R.  L e i f e r ,  
R. Goldbert  and M. Koenigsberg, "Diagnost ic  Ultrasound: E f f e c t s  
on DNA and Growth P a t t e r n s  of Animal Cells," Radiology, 
131:177-184, 1979. 


3. 	 Scheidt, P.C. and F.E. Lundin, "Investigations for Effects 
of I n t r a u t e r i n e  Ultrasound i n  Humans," Symposium on Bio­
l o g i c a l  E f f e c t s  and C h a r a c t e r i z a t i o n s  of Ultrasound Sources ,  
June 2 and 3, 1977, pp. 19-26, HEW P u b l i c a t i o n  (FDA) 78-8044. 

4. 	 S i e g e l ,  E . ,  J.  Goddard, A.E.  James and E.P. S i e g e l ,  " C e l l u l a r  
Attachment as a S e n s i t i v e  I n d i c a t o r  of  t h e  E f f e c t s  of  Diag­
n o s t i c  Exposure on Cul tured  Human Cells," Radiology, 
133~175-179,1979. 


5. 	 Stratmeyer ,  M.E., "Research Direc taons  i n  Ultrasound B i o e f f e c t s -
A P u b l i c  Heal th  V i e w , "  Symposium on B i o l o g i c a l  E f f e c t s  and 
C h a r a c t e r i z a t i o n s  of Ultrasound Sources ,  June 2 and 3 ,  1977, 
pp. 240-245, HEW P u b l i c a t i o n  (FDA) 78-8044. 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 

FDA- BRH- DTMA-80-2 

BUREAU OF RADIOLOGICAL HEALTH, 

FOOD AND DRUG ADMINISTRATION 

TITLE; APPLICATION OF NEW TECHNOLOGY I N  DIAGNOSTIC RADIOLOGY 

The Divis ion  of T ra in ing  and Medical App l i ca t ions  (DTMA) of t h e  Bureau 
of Radio logica l  Hea l th  (BRH), Food and Drug Adminis t ra t ion  (FDA), conducts  
a natiQnwide program t o  reduce unnecessary exposure from t h e  u s e  of r ad ia ­
t i o n  i n  t h e  h e a l i n g  ar ts  wi th  s p e c i a l  emphasis on s t u d i e s  and e v a l u a t i o n  
of c o n d i t i o n s  of exposure t o  medical d i a g n o s t i c  r a d i a t i o n .  The Div i s ion  
i d e n t i f i e s  t r e n d s  i n  medical r a d i a t i o n  p r a c t i c e s  and procedures  which 
cause unnecessary p a t i e n t  exposure and p l ans ,  develops,  and implements 
a c t i o n  programs t h a t  encourage improvement i n  r a d i o l o g i c a l  p r a c t i c e s  t o  
ensure  that r a d i a t i o n  exposure t o  p a t i e n t s  is t h e  minimum c o n s i s t e n t  w i th  
t h e  h i g h e s t  s t anda rds  of medical care. This r eques t  f o r  a p p l i c a t i o n s  (RFA) 
is intended t o  f o s t e r  c l i n i c a l  s t u d i e s  t h a t  w i l l  l e a d  t o  improved rad io-
l o g i c a l  p r a c t i c e s .  

This RFA w i l l  u s e  the customary grant-in-aid mechanism which w i l l  be  
governed by t h e  p o l i c i e s  f o r  r e g u l a r  r e s e a r c h  g r a n t s .  The r e s p o n s i b i l i t y  
f o r  p lanning ,  d i r e c t i n g ,  and execu t ing  t h e  proposed r e s e a r c h  p r o j e c t  w i l l  
be solely t h a t  of t h e  a p p l i c a n t ,  

The p r e s e n t  RFA announcement i s  open t o  a l l  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  
a s i n g l e  compet i t ion  w i t h  a s p e c i f i e d  dead l ine  f o r  r e c e i p t  of a p p l i c a t i o n s .  
It is  a n t i c i p a t e d  t h a t  a l l  a p p l i c a t i o n s  i n  response  t o  t h e  RFA w i l l  be 
reviewed a t  t h e  same t i m e  by a s i n g l e  review panel.  Grants w i l l  b e  made 
under t h e  l e g i s l a t i v e  a u t h o r i z a t i o n  i n  Sec t ion  356(b) (2)  of  t h e  P u b l i c  
Heal th  Se rv ice  A c t  and w i l l  be adminis te red  accord ing  t o  t h e  p o l i c i e s  
a p p l i c a b l e  t o  r e s e a r c h  p r o j e c t  g r a n t s .  T h i s  program is  o u t l i n e d  i n  13.103 
of t h e  Catalog of Fede ra l  Domestic Ass is tance .  

P o t e n t i a l  a p p l i c a n t s  are reques t ed  t o  send by A p r i l  1, 1980, a l e t te r  of 
i n t e n t  t o  submit an  a p p l i c a t i o n .  The o r i g i n a l  and s i x  ( 6 )  c o p i e s  of t h e  
a p p l i c a t i o n  are t o  be  s e n t  t o  t h e  Div is ion  of Research Grants  by May 7 ,  1980. 
A b r i e f  cover l e t t e r  should be  enc losed  i n d i c a t i n g  t h a t  t h e  a p p l i c a t i o n  i s  
being submitted i n  response  t o  t h e  RFA, FDA-BRH-DTMA-80-2: APPLICATION OF 
NEW TECHNOLOGY I N  DIAGNOSTIC RADIOLOGY. App l i ca t ions  should be prepared i n  
accordance with t h e  a i m s  and requi rements  desc r ibed  i n  t h e  fo l lowing  s e c t i o n s  
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I. BACKGROUND INFORMATION 

The Bureau o f  Rad io log ica l  Hea l th  i s  i n t e r e s t e d  i n  encouraging s t u d i e s  t o  
e v a l u a t e  t h e  use  of c e r t a i n  dose  reducing  new t echno log ie s  i n  d i a g n o s t i c  
rad io logy  f a c i l i t i e s  (1). I n  a d d i t i o n  t o  demonstrating t h e  p r a c t i c a l  
u t i l i z a t i o n  of t h e  new t echno log ie s  i n  a c l i n i c a l  environment, t h e  Bureau 
wishes t o  i d e n t i f y  problems a s s o c i a t e d  w i t h  t h e  implementation and t h e  
r o u t i n e  u s e  of t h e s e  t echno log ie s  and t o  develop approaches t o  s o l v e  
t h e s e  problems. The in fo rma t ion  developed w i l l  be used t o  encourage and 
assist t h e  adopt ion  o f  t h o s e  t echno log ie s  found b e n e f i c i a l .  

Recent t echno log ica l  developments i n  d i a g n o s t i c  r ad io logy ,  such as  the 
i n t r o d u c t i o n  of x-ray i n t e n s i f y i n g  s c r e e n s  c o n t a i n i n g  more e f f i c i e n t  
phosphors, a l though demonst ra t ing  a p o t e n t i a l  f o r  t h e  r educ t ion  of  p a t i e n t  
r a d i a t i o n  dose,  have r ece ived  l i m i t e d  e v a l u a t i o n  i n  terms of t h e i r  t o t a l  
impact on the c l i n i c a l  d i a g n o s t i c  r ad io logy  f a c i l i t y  (2-10) .  

The recent i n t r o d u c t i o n  of carbon f i b e r  r e i n f o r c e d  p l a s t i c s ,  which have 
low x-ray a t t e n t u a t i o n  p r o p e r t i e s ,  h a s  l e d  t o  t h e i r  u se  i n  cassette and 
f i l m  changer f r o n t s  and x-ray t a b l e  tops .  Phys ica l  measurements i n d i c a t i n g  
a p o t e n t i a l  f o r  reduced p a t i e n t  r a d i a t i o n  exposures have been r e p o r t e d  (11) w 

but  t h e r e  a r e  no r e p o r t e d  s t u d i e s  documenting t h i s  i s  t h e  c l i n i c a l  s i t u a ­
t i o n  n o r  i d e n t i f y i n g  t h e  problems, i f  any, a s s o c i a t e d  wi th  t h e  implementation 
o r  u s e  of carbon f i b e r  technology i n  d i a g n o s t i c  rad io logy .  

Examples of  o t h e r  new t echno log ie s  w i t h  t h e  p o t e n t i a l  f o r  reduced p a t i e n t  
r a d i a t i o n  doses ,  i n  a d d i t i o n  t o  t h e  p o t e n t i a l  f o r  improved image q u a l i t y ,  
are t h e  use  of  s p e c i a l  f i l t e r s  t o  o b t a i n  opt imal  x-ray beam q u a l i t y  f o r  a 
s p e c i f i c  examination and image r e c e p t o r  system ( 1 2 ,  131, and t h e  use of 
scatter r educ t ion  dev ices  (14-16). 

This  RFA is in tended  t o  encourage more d e t a i l e d  e v a l u a t i o n  of t h e  imple ­
menta t ion  and u s e  of t h e s e  t echno log ie s  i n  t h e  c l i n i c a l  d i a g n o s t i c  r ad io logy  
f a c i l i t y .  It i n t e n d s  t o  do t h i s  by awarding a number of  modest g r a n t s ,  
depending upon t h e  a v a i l a b i l i t y  of funds ,  aimed a t  e v a l u a t i n g  some of t h e s e  
t echno log ie s  and i d e n t i f y i n g  any u s e r  problems a s s o c i a t e d  wi th  t h e  implementa­
t i o n  of t h e s e  t echno log ie s .  

11. OBJECTIVES AND SCOPE 

The o b j e c t i v e  of t h e s e  s t u d i e s  i s  t o  encourage r e s e a r c h  t h a t  w i l l  measure 
and e v a l u a t e  t h e  impact of new t echno log ica l  dev ices  o r  procedures  i n  
c l i n i c a l  d i a g n o s t i c  r ad io logy .  
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The new technologies  i n  d i a g n o s t i c  rad io logy  under c o n s i d e r a t i o n  are 
those  dev ices  and /o r  techniques  that show p o t e n t i a l  f o r  p a t i e n t  r a d i a t i o n  
dose r educ t ion  whi le  provid ing  image q u a l i t y  adequate f o r  t h e  goa l s  of 
t h e  examination being performed. These technologies  should be  those  which 
have reached a developmental p o i n t  so  as t o  be p r e s e n t l y  a v a i l a b l e  t o  t h e  
r a d i o l o g i c  community, bu t  ones which have n a t  been s u f f i c i e n t l y  eva lua ted  
i n  t h e  s c i e n t i f i c  l i t e r a t u r e  as  of  t h i s  t i m p .  The primary technologies  
of i n t e r e s t  are t h e  newer fi lm-screen s y s t & s  and t h e  carbon f i b e r  materials, 
though c o n s i d e r a t i o n  w i l l  be given t o  any o t h e r  new t echno log ie s  t h a t  might 
be submi t ted  f o r  suppor t .  

The r e s e a r c h  should i d e n t i f y  u s e r  problems a s s o c t a t e d  wi th  t h e  implementa­
t i o n  and/or  t h e  r o u t i n e  use  of t h e s e  new t echno log ie s .  These s t u d i e s  
should be d i r e c t e d  a t  documenting t h e  b e n e f i t s ,  i f  any, of t h e  new tech­
nology and i d e n t i f y i n g  u s e r  problems t h a t  need special  a t t e n t i o n .  They 
should be c o n t r o l l e d ,  q u a n t i t a t i v e  e v a l u a t i o n s  of t h e  technology under 
c o n s i d e r a t i o n  i n  s p e c i f i c  a p p l i c a t i o n s .  

111. MECHANISM OF SUPPORT 

The suppor t  f o r  t h i s  program w i l l  be t h e  t r a d i t i o n a l  gran t - in-a id  which 
is  in tended  t o  p a r t i a l l y  d e f r a y  t h e  c o s t  of equipment, materials, and 
personnel .  This  form of a s s i s t a n c e  is  intended t o  encourage t h e  i n i t i a l  
implementation of one of  t h e  new technologies  and t o  suppor t  more c r i t i ca l  
e v a l u a t i o n  and documentation of  i t s  impact  than o the rwise  might occur.  
A s  such, t h e  gran t - in-a id  i s  n o t  intended t o  t o t a l l y  d e f r a y  t h e  c o s t s  of 
t h e  implementation of a new technology o r  t h e  o p e r a t i o n  of  t h e  f a c i l i t y .  

Appl icants ,  who are expected t o  p l an  and execute  t h e i r  own r e s e a r c h  pro-
grams, are reques ted  t o  f u r n i s h  an  o u t l i n e  of t h e  phases i n t o  which t h e  
program can be l o g i c a l l y  d iv ided ,  t h e i r  own estimates of  t h e  t i m e  r equ i r ed  
t o  ach ieve  s p e c i f i c  o b j e c t i v e s  of t h e  proposed work, and a schedule  f o r  
completion of  t h e  work. It is  a n t i c i p a t e d  t h a t  t h i s  p roposa l  need n o t  
exceed one yea r ,  however, m e r i t o r i o u s  a p p l i c a t i o n s  of  l onge r  d u r a t i o n  w i l l  
no t  be r e j e c t e d ,  A s t a r t i n g  d a t e  as  e a r l y  as September 15, 1980, o r  later 
may be reques ted .  Support of g r a n t s  pursuant  t o  t h i s  r e q u e s t  f o r  app l i ca ­
tfons i s  con t ingen t  upon u l t i m a t e  receipt of a p p r o p r i a t e  funds f o r  t h i s  
purpose. The number of g r a n t s  awarded w i l l  be in f luenced  by t h e  amount of 
funds  a v a i l a b l e  t o  t h e  Bureau, by t h e  o v e r a l l  m e r i t  o f  p roposa l s ,  and by 
the2 r  c r i t i c a l  r e l evance  t o  t h e  program goal .  To ta l  funding  of  t h i s  pro-
gram is n o t  a n t i c i p a t e d  t o  exceed $90,000, i nc lud ing  i n d i r e c t  c o s t s ,  
f o r  t h i s  year .  

I V .  REVIEW PROCEDURES AND CRITERIA 

A.  Review Procedures 

The a p p l i c a t i o n s  w i l l  be eva lua ted  on a compe t i t i ve  b a s i s .  

The i n i t i a l  s c i e n t i f i c  review w i l l  be a r ranged  by t h e  Div is ion  

of Research Grants ,  N I H .  
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B. Review C r i t e r i a  

App l i ca t ions  must be  r e spons ive  t o  t h i s  RFA; t h a t  i s ,  they  must 
be r e l e v a n t  t o  t h e  o b j e c t i v e s  o f  t h i s  program announcement and 
g u i d e l i n e s .  App l i ca t ions  judged by FDA n o t  t o  be r e spons ive  w i l l  
be r e t u r n e d  t o  t h e  a p p l i c a n t .  The f a c t o r s  cons idered  i n  evalua­
t i o n  of each a p p l i c a t i o n  w i l l  be  t h e  fo l lowing:  

1. 

2. 

3 .  


4. 

5 .  

6 .  

7. 

8. 

9. 

The technology t o  be eva lua ted  must have s u f f i c i e n t  m e r i t  
i n  terms of a n t i c i p a t e d  p a t i e n t  r a d i a t i o n  dose r e d u c t i o n  and 
image q u a l i t y ;  

Methods of measuring t h e  impact of  t h i s  technolgy ( p a t i e n t  
exposure,  d i a g n o s t i c  y i e l d ,  examination repeat rates, image 
q u a l f t y ,  etc.)  ; 

Methods of i d e n t i f y i n g  u s e r  problems i n  implementing t h i s  
technology ; 

Adequacy of e x i s t i n g  and proposed f a c i l i t i e s  and r e s o u r c e s ;  

Adequacy of q u a l i t y  a s su rance  program; 

Research expe r i ence  and competence of t h e  s t a f f  t o  conduct 
t h e  proposed i n v e s t i g a t i o n s ;  

A v a i l a b i l i t y  of a p p r o p r i a t e  p a t i e n t  popu la t ions ;  

Evidence of commitment t o  t h e  program by t h e  a p p l i c a n t ;  

Cost r easonab leness  of t h e  program (we do n o t  propose t o  
t o t a l l y  d e f r a y  a l l  c o s t s  of e s t a b l i s h i n g  o r  o p e r a t i n g  a 
f a c i l i t y ;  o n l y  t o  assist i n  in t roduc ing  and e v a l u a t i n g  
new t echno log ie s ) .  

V. METHOD OF APPLYING 

A. L e t t e r  of I n t e n t  

P r o s p e c t i v e  a p p l i c a n t s  are asked t o  submit a b r i e f  one-page let ter 
of i n t e n t ,  which should i n c l u d e  a very  s h o r t  synops i s  of proposed 
areas of r e s e a r c h  and i d e n t i f i c a t i o n  of any o t h e r  p a r t i c i p a t i n g  
t n s t i t u t i o n s .  T h i s  le t ter  should be r ece ived  
A p r i l  1, 1980, a t  t h e  fo l lowing  addres s :  

D r .  D e W i t t  Hazzard (HFX-14) 

Act ing  D i r e c t o r  

Extramural Research S t a f f ,  OMS 

Bureau of Radio logica l  Hea l th ,  

5600 F i s h e r s  Lane 

Rockv i l l e ,  Maryland 20857 


no la ter  than  

FDA 
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The Bureau r e q u e s t s  such l e t te rs  only t o  provide  a n  i n d i c a t i o n  o f  
t h e  number and sccpe  of a p p l i c a t i o n s  t o  be r ece ived .  A l e t te r  o f  
i n t e n t  i s  n o t  b inding ,  and i t  w i l l  no t  e n t e r  i n t o  t h e  review of  
any proposa l  subsequent ly  submi t ted ,  nor is  it a necessary  r equ i r e ­
ment f o r  a p p l i c a t i o n .  

B.  Format f o r  Appl ica t ion  

App l i ca t ions  must be submi t ted  on form PHS 398, t h e  a p p l i c a t i o n  
form f o r  t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t .  App l i ca t ion  k i t s  are 
a v a i l a b l e  a t  most i n s t i t u t i o n a l  bus iness  o f f i c e s ,  o r  from t h e  
Div i s ion  of Research Grants ,  N I H .  The convent iona l  p r e s e n t a t i o n  
i n  format and d e t a i l  f o r  r e g u l a r  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  should 
be u t i l i z e d ,  w i t h  care taken  t o  f u l f i l l  t h e  p o i n t s  i d e n t i f i e d  
under Review Cri ter ia .  

C. Deadline f o r  Submission 

App l i ca t ions  must be r ece ived  by May 7 ,  1980. App l i ca t ions  
r ece ived  a f t e r  t h i s  d a t e  w i l l  be r e tu rned .  

D. App l i ca t ion  Procedure 

The o r i g i n a l  and s i x  (6) cop ie s  of t h e  completed 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  tQ: 

Appl i ca t ion  Receipt 

Div i s ion  of Research Grants 

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

Room 240 ,  Westwood Bui ld ing  

5333 Westbard Avenue 

Bethesda, Maryland 20205 


Lahel t h e  o u t s i d e  of t h e  mai l ing  package and t h e  top  of t h e  f a c e  
page  “WSPONSE TO RFA, FDA-BHR-DTMA-80-2 .” 
A b r i e f  cover  l e t te r  must accompany the a p p l i c a t i o n  i n d i c a t i n g  
that i t  is  submi t ted  i n  response t o  t h e  RFA: APPLICATION OF NEW 
TECHNOLOGY I N  DIAGNOSTIC RADIOLOGY. A copy of t h i s  cove r  le t ter  
wi th  a s i n g l e  copy of t h e  a p p l i c a t i o n  should be  s e n t  t o  
D r .  D e W i t t  Hazzard a t  t h e  addres s  shown under i t e m  A. 

E. I n q u i r i e s  

I n q u i r i e s  may be  d i r e c t e d  t o :  

M r .  Orhan H. Suleiman (HFX-70) 

Bureau of Radio logica l  Heal th  

Food and Drug Adminis t ra t ion  

5600 F i s h e r s  Lane 

Rockv i l l e ,  Maryland 20857 


Telephone: (301) 443-2436 
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/ I / 8 I I f / f /CANCER CLINICAL TREATMENT RESEARCH '# AWWOUWCEMEWT; 
NATIONAL CANCER INSTITUTE 

The Nat iona l  Cancer I n s t i t u t e ' s  Div is ion  of Cancer Treatment d e s i r e s  t o  
expand i ts  suppor t  of c l i n i c a l  t rea tment  r e sea rch .  The program i s  seek­
ing  a p p l i c a t i o n s  f o r  r e s e a r c h  g r a n t s  concerned wi th  t h e  c l i n i c a l  t r ea tmen t  
of cancer.  Appropr ia te  s t u d i e s  inc lude  t h e  e l u c i d a t i o n  of  t h e  e f f e c t s  
of va r ious  t r ea tmen t s  and r e l a t e d  t i s s u e  responses ,  tox ico logy  and t h e  
importance of h o s t  f a c t o r s  i n  d i s e a s e  occurence,  rate of  p rogres s ion  and 
c u r a b i l i t y .  Improved experimental  des ign ,  d a t a  management, s t a t i s t i c a l  
a n a l y s i s ,  as w e l l  as s p e c i f i c  experimental  developments i n  suppor t ive  
c a r e  methods and m o l d a l i t i e s  a r e  i n t e g r a l  a s p e c t s  of t h i s  program. 
App l i ca t ions  d e a l i n g  w i t h  innova t ive  approaches i n  s u r g i c a l  oncology 
are of p a r t i c u l a r  i n t e r e s t .  I n  making t h i s  program announcement, i t  i s  
no t  t h e  i n t e n t  of  t h e  Nat iona l  Cancer I n s t i t u t e  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  cancer  c l i n i c a l  t rea tment  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  c l i n i c a l  t r ea tmen t .  

App l i ca t ions  i n  response  t o  t h i s  announcement w i l l  be  reviewed-on a 
nation-wide b a s i s  i n  compet i t ion  wi th  each o t h e r ,  and i n  accord wi th  
t h e  usua l  Nat iona l  I n s t i t u t e s  of Heal th  peer review procedures.  They 
w i l l  f i r s t  be reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  m e r i t  by a review 
group composed 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 rele­
vance by t h e  Na t iona l  Cancer Advisory Board, The review c r i t e r i a  custom­
a r i l y  employed by t h e  Nat iona l  I n s t i t u t e s  of Heal th  f o r  r e g u l a r  r e sea rch  
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 .  

Dead1i n e  

App l i ca t ions  w i l l  be accep ted  i n  accordance wi th  t h e  u s u a l  N I H  receipt 
d a t e s  for new a p p l i c a t i o n s :  

J u l y  1 November 1 March 1 

Method of Applying 

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  bus iness  o r  g r a n t s  and c o n t r a c t s  o f f i c e  a t  most academic and r e s e a r c h  
i n s t i t u t i o n s  o r  from t h e  Div is ion  of Research Grants ,  N I H .  The ph rase ,  
"PREPARED I N  RESPONSE TO PROGRAM ANNOUNCEMENT ON CANCER CLINICAL TREATMENT 
RESEARCH" should be typed a c r o s s  t h e  top of t h e  f i r s t  page of t h e  a p p l i c a t i o n .  

This program is  desc r ibed  i n  t h e  Catalog of Federa l  Domestic Ass i s t ance  
number 13.395. 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  Health 
Se rv ice  Act, T i t l e  111, Sec t ion  301 (Publ ic  Law 78-410, as amended; 42 USC 
241) and adminis te red  under PHS g ran t  p o l i c i e s  and Fede ra l  Regula t ions  42 
CFR P a r t  52 and 45 CFR P a r t  74 .  
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A d d i t i o n a l l y ,  a b r i e f  cover ing  le t ter  should accompany t h e  a p p l i c a t i o n  
i n d i c a t i n g  i t  is  be ing  submit ted i n  response t o  t h i s  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  : 

Appl ica t ion  Receipt  O f f i c e  
Div is ion  of Research Grants  
Nat iona l  I n s t i t u t e s  of Heal th  
Room 2 4 0 ,  Westwood Bui ld ing  
Bethesda, Maryland 20205 

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 .  W i l l i a m  DeWys 

Program D i r e c t o r  f o r  C l i n i c a l  


Treatment Grants  
Room 8C17, Landow Bui ld ing  
Bethesda, Maryland 20205 

Telephone: (301) 496-4844 

I n  o r d e r  t o  a l e r t  t h e  Div is ion  of Cancer Treatment t o  t h e  submission of 
proposa ls  w i t h  primary t h r u s t  d i r e c t e d  to c l i n i c a l  t rea tment  r e s e a r c h ,  
a copy of t h e  cover ing  l e t t e r  should be  s e n t  under s e p a r a t e  cover  t o  
D r .  DeWys. 

n 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 

NIH-NCI-DCBD-BCPCB-80-1 

NATIONAL CANCER INSTITUTE 

TITLE: STUDIES OF IWNOCOMPETENT CELLS INFILTRATING 
HUMAN BREAST CANCER 

ApplXcation teceipt  date,  June 7 ,  1980 

The Divis ion  of Cancer Biology and Diagnosis of  t h e  Nat iona l  Cancer 
I n s t i t u t e  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  
s t u d i e s  of t h e  immunologic a c t i v i t y  of cel ls  invading b r e a s t  cancer  
t i s s u e .  The o b j e c t i v e s  w i l l  be t o  i s o l a t e  and c h a r a c t e r i z e  t h e  i n f i l ­
t r a t i n g  lymphore t icu lar  cells from human mammary tumor t i s s u e  and t o  
c o r r e l a t e  t h e  numbers and f u n c t i o n a l  c a p a c i t i e s  of t h e s e  cel ls  wi th  
t h e  prognos is  of t h e  b r e a s t  cancer  p a t i e n t .  

This  t ype  of g r a n t  s o l i c i t a t i o n  ( t h e  RFA) i s  u t i l i z e d  when it is  d e s i r e d  
t o  encourage i n v e s t i g a t o r - i n i t i a t e d  b a s i c  and c l inical  r e s e a r c h  p r o j e c t s  
i n  areas of special  importance t o  t h e  Nat iona l  Cancer Program. The 
r e s e a r c h  s t imu la t ed  by t h i s  RFA is supported through t h e  customary N I H  
grant-in-aid and fo l lows  t h e  p o l i c i e s  f o r  r e g u l a r  r e s e a r c h  g r a n t s .  
However, t h e  RFA s o l i c i t a t i o n  r e p r e s e n t s  a s i n g l e  compet i t ion ,  w i th  a 
s p e c i f i e d  dead l ine  f o r  r e c e i p t  of a p p l i c a t i o n s .  All a p p l i c a t i o n s  i n  
response  t o  t h e  RFA w i l l  be reviewed by t h e  same i n i t i a l  review group 
of NIH.  

The p r e s e n t  RFA annquncement i s  f o r  a s i n g l e  compet i t ion  wi th  a s p e c i f i e d  
d e a d l i n e  of June 1, 1980 f Q r  r e c e i p t  of a p p l i c a t i o n s .  App l i ca t ions  should 
be prepared and submi t ted  i n  accordance wi th  t h e  a i m s  and requirements 
desc r ibed  i n  t h e  fo l lowing  s e c t i o n s :  

1. BACKGROUND INFORMATION 
11. OBJECTIVE AND SCOPE 

111. MECHANISM OF SUPPORT 
I V .  REVIEW PROCEDURES AND CRITERIA 

V. METHOD OF APPLYING 
V I .  I N Q U I R I E S  

This  program is desc r ibed  i n  t h e  Catalog of Federa l  Domestic Ass i s t ance  
number 13.393. Awards will be made under t h e  a u t h o r i t y  of t h e  Pub l i c  Hea l th  
Se rv ice  A c t ,  T i t l e  111, Sec t ion  301 (Publ ic  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 i o n s  42 CFR P a r t  5 2  and 45 CFR P a r t  7 4 .  
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I. BACKGROUND INFORMATION 

A. Div is ion  of Cancer Biology and Diagnosis  (DCBD) 

DCBD through t h e  Breast Cancer Program Coordinat ing Branch 
sponsors  both fundamental and c l i n i c a l  r e sea rch  g r a n t s  and 
c o n t r a c t s  i n  a con t inu ing  sea rch  f o r  b i o l o g i c  markers of 
b r e a s t  cancer .  I n  t h e  p a s t  f e w  yea r s ,  i t  has  been shown t h a t  
t h e  r e a c t i o n  of lymphoid c e l l s  and h i s t i o c y t e s  t o  human mammary 
carcinoma, a s  determined by immunologic examination of d r a i n i n g  
lymp nodes and inflammatory c e l l s  which i n f i l t r a t e  t h e  tumor, 
may be important  p rognos t i c  i n d i c a t o r s .  This  r e q u e s t  f o r  a p p l i ­
c a t i o n s  is  in tended  t o  encourage submission of 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  g r a n t  p roposa l s  designed t o  i d e n t i f y  immune 
mechanisms which are r e l e v a n t  t o  prognos is  of t h e  b r e a s t  cancer  
p a t i e n t s .  

B. Statement  of t h e  Problem 

I1 


Recent ly ,  methods f o r  de te rmining  t h e  enzyme con ten t  and s u r f a c e  
markers on tumor i n f i l t r a t i n g  c e l l s  have been used t o  c h a r a c t e r i z e  
t h e s e  cel ls .  Some i n v e s t i g a t o r s  f i n d  T-lymphocytes predominant 
i n  most tumors w i t h  a lymphocytic i n f i l t r a t i o n .  S t u d i e s  of a c i d  
phosphatase,  non-spec i f ic  esterase and r e c e p t o r s  f o r  t h e  Fc 
p o r t i o n  of t h e  immunoglobulin molecule i n d i c a t e  t h a t  many cells 
of t h e  monocyte/macrophage series may be p r e s e n t .  Natura l  k i l l e r  
cel ls  have a l s o  been i s o l a t e d  from tumors. Ear l ier  s t u d i e s  had 
i d e n t i f i e d  plasma cel ls  and demonstrated l o c a l  immuno-globulin 
product ion.  

Methods f o r  s e p a r a t i o n  and f u n c t i o n a l  c h a r a c t e r i z a t i o n  of  t h e  
ce l l s  invading tumors have been worked ou t  i n  exper imenta l  animal 
systems. Some work w i t h  i s o l a t i o n  and morphological c h a r a c t e r i z a -
t2on of t h e s e  cells has  been accomplished i n  human tumors, i nc lud ing  
mammary carcinoma. Th i s  p r o j e c t  should be designed t o  develop 
methods f o r  i s o l a t i o n  and f u n c t i o n a l  c h a r a c t e r i z a t i o n  of inflamma­
t o r y  cel ls  ( e s p e c i a l l y  macrophages and lymphoid cells) invading 
human b r e a s t  tumors. C o r r e l a t i o n  of  such ana lyses  t o  p a t h o l o g i c a l  
and c l i n i c a l  f i n d i n g s  should l ead  t o  b e t t e r  unders tanding  of  t h e  
p rognos t i c  s i g n i f i c a n c e  of in t ra tumor  inflammatory cel ls .  

OBJECTIVES AND SCOPE 

A. Objec t ives  

The o v e r a l l  o b j e c t i v e  of t h i s  proposed s tudy is  t o  i d e n t i f y  immune 
mechanisms of tumor d e s t r u c t i o n  which are r e l e v a n t  t o  t h e  prog­
n o s i s  of  human b r e a s t  cance r .  To achieve  t h i s ,  t h e  morphologic 
and f u n c t i o n a l  c h a r a c t e r i s t i c s  of c e l l s  found i n  primary and 
metastatic l e s i o n s  must be  known and t h e  r e l a t i o n s h i p  of t h e  
numbers and f u n c t i o n a l  c a p a c i t i e s  of t h e s e  cells  t o  h i s t o l o g i c  
type  of  t h e  tumor and prognos is  of t h e  p a t i e n t  determined.  
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B. Scope 

The p roposa l s  should a d d r e s s  themselves t o  t h e  i d e n t i f i c a t i o n  
and d e s c r i p t i o n  of  t h e  p a t i e n t  popu la t ion  which w i l l  be s t u d i e d ;  
methods of ce l l  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 ;  methods t o  he 
used i n  r e l a t i n g  t h e  r e s u l t s  t o  d i a g n o s i s  and/or  p rognos i s ,  
i nc lud ing  cr i ter ia  f o r  p a t h o l o g i c a l  c l a s s i f i c a t i o n ;  methods of 
c o l l e c t i n g  and ma in ta in ing  c l i n i c a l  d a t a  and methods of s t a t i s t i ­
cal  a n a l y s i s  a p p r o p r i a t e  f o r  t h e  expected sample  s i z e .  

However, suppor t  is  n o t  l i m i t e d  t o  t h e  above s u b j e c t s .  I n v e s t i g a ­
t o r s  are encouraged t o  d e v i s e  innova t ive  approaches t o  t h e  
unders tanding  o f  t h e  immunological a c t i v i t y  of cel ls  invading  
b r e a s t  cancer  t i s s u e .  

111. MECHANISM OF SUPPORT 

The suppor t  f o r  t h i s  program w i l l  be  t h e  t r a d i t i o n a l  Na t iona l  
I n s t i t u t e s  o f  Hea l th  gran t - in-a id .  Appl icants  are expected t o  p l an  
and execute  t h e i r  own r e s e a r c h  p r o t o c o l .  It i s  a n t i c i p a t e d  t h a t  
t h i s  p r o j e c t  need n o t  exceed t h r e e  yea r s .  A t  least two p r o j e c t s  
w i l l  be funded t o t a l l i n g  an  approximate d i r e c t  c o s t  of $200,000 f o r  
t h e  f irst  y e a r ,  $214,000 f o r  t h e  second y e a r  and $230,000 f o r  t h e  
t h i r d  year. P r o j e c t  s t a r t  d a t e s  e a r l y  i n  1981 are a n t i c i p a t e d .  
Although t h i s  program is  provided f o r  i n  t h e  f i n a n c i a l  p l a n s  f o r  
f i s c a l  yea r  1981, award of g r a n t s  pursuant  t o  t h i s  r e q u e s t  f o r  
a p p l i c a t i o n  i s  con t ingen t  upon a v a i l a b i l i t y  of  funds f o r  t h i s  purpose 

I V .  REVIEW PROCEDURES AND CRITERIA 

A. Review Method 

Upon receipt,  a p p l i c a t i o n s  w i l l  be reviewed by Div i s ion  of  
Research Grants (DRG) and N C I  s t a f f  f o r  t h e i r  respons iveness  t o  
t h e  spec i f ic  object ives  of t h i s  RFA. If an appl icat ion is judged 
unrespons ive ,  the a p p l i c a n t  w i l l  be  con tac t ed  and g iven  an  oppor­
t u n i t y  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  submit it f o r  cons idera­
t i o n  w i t h  a l l  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  r ece ived  by 
N I H  f o r  t h a t  review c y c l e .  For  t hose  a p p l i c a t i o n s  judged r e spons ive ,  
DRG w i l l  a r r a n g e  f o r  t h e  s c i e n t i f i c  m e r i t  review by a p p r o p r i a t e  
pee r  review group. 

B. Review Criteria 

I n  a d d i t i o n  t o  t h e  usua l  e lements  of s c i e n t i f i c  m e r i t ,  t h e  f a c t o r s  
cons idered  i n  e v a l u a t i n g  each a p p l i c a t i o n  w i l l  be: 

1. 	 A v a i l a b i l i t y  of  c l i n i c a l  c o l l a b o r a t i o n  f o r  o b t a i n i n g  
a p p r o p r i a t e  materials and numbers of  p a t i e n t s .  

2 .  Experience w i t h  techniques  of ce l l  s e p a r a t i o n .  

W' 
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3. Experience w i t h  c h a r a c t e r i z a t i o n  of  cel ls .  

4 .  	 Demonstration of sound arrangements f o r  c o l l a b o r a t i o n  of 
pa tholo  g i i st t o  c o r r e l a t e  f u n c t i o n a l  tests wi th  p a t h o l o g i c a l  
c l a s s i f i c a t i o n .  

5. P lan  f o r  d a t a  management and s t a t i s t i ca l  a n a l y s i s .  

6. A v a i l a b i l i t y  of a p p r o p r i a t e  pe r sonne l  and f a c i l i t i e s .  

V. METHOD OF APPLYING 

A. Format of  Applicatio.ns 

App l i ca t ions  must be submi t ted  on form PHS 398, t h e  a p p l i c a t i o n  
form f o r  the t r a d i t i o n a l  r e s e a r c h  g r a n t .  App l i ca t ion  k i t s  are 
a v a i l a b l e  i n  most i n s t i t u t i o n a l  bus iness  o f f i c e s ,  o r  from t h e  
Dfvis ion  of Research Grants ,  N I H .  The convent iona l  p r e s e n t a t i o n  
i n  format and d e t a i l  for 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  
should be  followed and the p o i n t s  i d e n t i f i e d  under the "Review 
Criteria" must be  f u l f i l l e d .  The words "PROPOSAL I N  RESPONSE TO 
RFA: STUDIES OF IMMUNOCOMPETENT CELLS INFILTRATING HUMAN BREAST 
CANCER" must be typed i n  bold letters across the  t o p  of the  
f a c e  page of t h e  a p p l i c a t i o n .  

B. App l i ca t ion  Procedure  

The completed o r i g i n a l  a p p l i c a t i o n  and s i x  ( 6 )  cop ies  should  be 
s e n t  or d e l i v e r e d  t o :  

D iv i s ion  o f  Research Grants 
Na t iona l  I n s t i t u t e s  of  Hea l th  
Room 240, Westwood Bu i ld ing  
5333 Westbard Avenue 
Bethesda, Maryland 20205 

To ensu re  t h e i r  review, a p p l i c a t i o n s  must be r ece ived  by c l o s e  of 
bus iness ,  June 1, 1980. App l i ca t ions  r ece ived  a f t e r  t h i s  d a t e  
will be r e tu rned .  The DRG w i l l  a l s o  n o t  a c c e p t  any a p p l i c a t i o n  
i n  response  t o  t h i s  announcement t h a t  i s  t h e  same as one concur­
r e n t l y  be ing  cons ide red  by any o t h e r  N I H  awarding u n i t .  

V I .  INQUIRIES 

I n q u i r i e s  may be  d i r e c t e d  t o :  

D r .  Bern ice  T. Radovich 

Breast Cancer Program Coordina t ing  Branch 

Div i s ion  of Cancer Biology and Diagnosis 

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

Room 4B-04, Landow Bui ld ing  

Bethesda, Maryland 20205 
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