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NEW PHS 398 APPLICATION FORM AVAILABLE 

The new g ran t  a p p l i c a t i o n  Form PHS 398 ( rev ised  October 
a v a i l a b l e  f o r  use  by t h e  r e sea rch  community. Copies of 
obtained by w r i t i n g  t o :  

Chief,  Of f i ce  Serv ices  Branch 
Div is ion  of Research Grants 
Nat iona l  I n s t i t u t e s  of  Health 
Bethesda, Maryland 20205 
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I I I / / // 

2 NOTICE5 
‘ / / / / / I ’  

1979) i s  now 
t h i s  form may be 

S t a r t i n g  wi th  t h e  October-November 1980 receipt d a t e s ,  N I H  w i l l  a ccep t  
only t h e  newly r ev i sed  Form PHS 398 wi th  g ran t  a p p l i c a t i o n s .  

NOTE: 	 Applicants f o r  t h e  Research Career Development Award (RCDA) should 
cont inue  us ing  t h e  e x i s t i n g  form (PHS 2557-1) u n t i l  s p e c i a l  i n s t r u c t i o n s  
are i ssued  f o r  u s ing  Form PHS 398. Af t e r  t h e  i n s t r u c t i o n s  become 
a v a i l a b l e ,  Form PHS 398 w i l l  a l s o  be used f o r  RCDA a p p l i c a t i o n s .  
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'c . r  ROLE OF THE PRINCIPAL INVESTIGATOR ON 

RESEARCH PROJECTS SUPPORTED BY NIH GRANTS 

A. 	 Purpose This  is  a s ta tement  of a long-standing po l i cy  de f in ing  t h e  
r o l e  of p r i n c i p a l  i n v e s t i g a t o r s  on research  p r o j e c t s  supported by 
N I H  g r a n t s  and s e t t i n g  f o r t h  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 '  responsi­
b i l i t i e s  in  regard t o  t h e  research  p r o j e c t .  It supersedes NIH Guide 
for Grants and Contracts, N o .  5,  February 5, 1971. 

B. 	 Background Code of Federal  Regulat ions,  T i t l e  4 2 ,  P a r t  5 2 ,  def ines  a 
p r i n c i p a l  f n v e s t i g a t o r  as "a s i n g l e  ind iv idua l  designated by t h e  
g ran tee  i n  t h e  g ran t  a p p l i c a t i o n  and approved by t h e  Sec re t a ry ,  who 
is  re spons ib l e  f o r  t h e  s c i e n t i f i c  and t echnfca l  d f r e c t i o n  of t h e  pro­
j e c t . "  The r egu la t ion  a l s o  s t i p u l a t e s  that a p p l i c a t i o n s  f o r  g r a n t s  
set f o r t h  t h e  name and q u a l i f f c a t i o n s  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  
and r e q u i r e s  t h a t  he o r  she  cont inue  t o  be r e spons ib l e  f o r  t h e  conduct 
of t h e  p r o j e c t  f o r  t h e  du ra t ion  of t h e  p r o j e c t  per iod .  

C. Appl i cab i l i t y  This  po l i cy  a p p l i e s  t o  a l l  app l i ca t fons  and g r a n t s  f o r  
N I H  r e sea rch  p r o j e c t  g ran t  support .  

D. 	 Pol icy  The s f n g l e  ind iv idua l  i d e n t i f i e d  by t h e  a p p l i c a n t  i n s t i t u t i o n  
as t h e  p r i n c i p a l  i n v e s t i g a t o r  i n  an a p p l i c a t i o n  f o r  r e sea rch  p r o j e c t  
g r a n t  support  must be t h e  person who has t h e  major r e s p o n s i b i l i t y  f o r  
t h e  s c i e n t i f i c  and t echn ica l  d i r e c t i o n  of t h e  p r o j e c t .  Any proposed 
change of t h e  designated p r f n c i p a l  i n v e s t i g a t o r  must be approved i n  
advance i n  w r t t i n g  by t h e  NTH awarding Bureau, I n s t i t u t e ,  o r  Divis ion.  

E.  Respons ib f l i t i e s  

1. 	 In  in s t ances  where t h e r e  are ques t ions  concerning t h e  e x t e n t  of 
p a r t i c i p a t i o n  o r  t h e  r e l a t i o n s h i p  of the  named p r i n c i p a l  i nves t iga ­
t o r  t o  t h e  p r o j e c t ,  t h e  a p p l i c a t i o n  is sub jec t  t o  d e f e r r a l  by the 
i n i t i a l  review group and r e t u r n  t o  t h e  i n s t i t u t i o n  by N I H  s t a f f  f o r  
c l a r i f i c a t i o n  of such r e l a t i o n s h i p  t o  t h e  p r o j e c t  under review. 

2. 	 I f  i t  is clear that t h e  named p r i n c i p a l  i n v e s t i g a t o r  is n o t  i n  f a c t  
p r imar i ly  r e spons ib l e  f o r  t h e  s c i e n t i f i c  and t e c h n i c a l  d i r e c t i o n  of 
t h e  p r o j e c t ,  t h e  in i t ia l  review group w i l l  make a recommendation f o r  
d i sapproval  o r  t h e  Bureau, I n s t i t u t e ,  o r  Dfvis ion s t a f f  w i l l  admin­
i s t r a t i v e l y  withdraw t h e  a p p l i c a t i o n  on t h a t  b a s i s .  

F. E f fec t ive  Date This po l i cy  i s  e f f e c t i v e  on d a t e  of release. 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 

NIH-NCI-DCBD-BCPCB-80-5 

NATIONAL CANCER INSTITUTE 

TITLE : CORRELATION BETWEEN MTCROSCOPIC CHARACTERISTICS OF 
? R I W Y  BREAST TVAWRS AND SUBSEQVENT PATIENT SURVIVAL 

AppLka.tbn keceip.t date, Oc-tobeh I 5 ,  I980 

The Breast Cancer Program of t h e  Nat ional  Cancer I n s t i t u t e  is i n v i t i n g  grant  
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  t h e  purpose of searching for 
parameters based on h i s t o l o g i c a l ,  h is tochemical ,  immunohistochemical, o r  
o t h e r  methods, that would a l low more p r e c i s e  p red ic t ion  of t h e  s u r v i v a l  of 
b r e a s t  cancer p a t i e n t s .  

This  type  of g ran t  s o l i c f t a t l o n  ( t h e  RFA) is u t i l i z e d  when ft is des i r ed  t o  
encourage i n v e s t i g a t o r - i n i t i a t e d  bas i c  and c l i n i c a l  r e sea rch  p r o j e c t s  i n  
areas of s p e c i a l  importance t o  t h e  Nat ional  Cancer Program. The research  
s t imula ted  by t h i s  RFA is supported through t h e  customary N I H  grant-in-aid 
and fol lows t h e  p o l i c i e s  f o r  r egu la r  r e sea rch  g ran t s .  However, the RFA 
s o l f c i t a t i o n  represents a s t n g l e  competit ion,  wi th  a s p e c i f i e d  deadl ine  
f o r  r e c e i p t  of a p p l i c a t i o n s .  A l l  app l i ca t ions  i n  response t o  t h e  RFA w i l l  
be revfewed by t h e  same i n i t i a l  review group of NIH. 

The present RFA announcement is f o r  a s i n g l e  competi t ion wi th  a s p e c i f i e d  
deadl ine  of OctoBer 15, 1980 f o r  r e c e i p t  of app l t ca t ions .  Applicat ions 
should be prepared and submitted 3.n accordance wfth t h e  aims and requi re ­
ments descr ibed  i n  t h e  fol lowing sec t ions :  

I. BACKGROUND INFORMATION 
11. RESEARCH GOALS AND SCOPE 

111. MECHANISM OF SUPPORT 
IV. REVTEW PROCEDURES AND CRITERIA 
V. METHOD OF APPLYING 

I. BACKGROUND INFORMATION 

A. Divis ion of Cancer Biology and Diagnosis (DCBD) 

DCBD has major r e s p o n s i b i l i t y  i n  t h e  Breast Cancer Program f o r  t he  
t o t a l i t y  of problems r e l a t e d  t o  the  e t io logy ,  epidemiology, d iagnos is ,  
t reatment ,  and prevent ion of b reas t  cancer.  I n  t h i s  reques t  f o r  

This  program is descr ibed i n  t h e  Catalog of Federal  Domestic Assis tance 
number 13.393, Cancer Cause and Prevention Research. Awards are under 
aq tho r i za t ion  of t he  Publ ic  Heal th  Serv ice  Act, Sec t ion  301 (c) and Sec t ion  
402; Publ ic  L a w  78-410, as amended; 42 USC 241; 42 USC 282. This program is  
no t sub jec t  t o  A-95 Clearinghouse o r  Health Systems Agency review. 
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a p p l i c a t i o n s ,  t h e  Program i s  express ing  a special  i n t e r e s t  i n  s o l i c i t ­
ing research  g ran t  a p p l i c a t i o n s  f o r  i n v e s t i g a t i o n s  on c o r r e l a t i o n  
between microscopic c h a r a c t e r i s t i c s  of p r i m a r y  b r e a s t  tumors and 
subsequent p a t i e n t  su rv iva l .  

B. Statement of t h e  Problem 

Screening f o r  b r e a s t  cancer  seems t o  have brought t o  l i g h t  cases a t  
a frequency exceeding t h e  expec ta t ion  based on inc idence  f i g u r e s .  
It has  t h e r e f o r e  been suggested t h a t  perhaps some l e s i o n s  r a r e l y  o r  
ever make the  t r a n s i t i o n  t o  m e t a s t a t i c  d i s e a s e ,  o r  may appear o r  
r eg res s .  Such l e s i o n s  would then  n o t  be b i o l o g i c a l l y  important ,  
f n  t h e  sense of r e s u l t i n g  i n  t h e  dea th  of t h e  p a t i e n t  i n  t h e  absence 
of t rea tment ,  and r ep resen t  cases t h a t  would not  o therwise  be 
dtagnosed. 

Analysis  of t h e  s u r v i v a l  d a t a  on b r e a s t  cancer  p a t i e n t s  has s i m i l a r l y  
s t fmulated t h e  hypothesis  t h a t  t h e  cases inc lude  a t  least two promi­
nent  populatfons,  d t s t i ngu i shed  by a s t r i k i n g  d i f f e r e n c e  i n  re la t ive 
m o r t a l i t y  (1-3) .  On t h e  b a s i s  of t h i s  a n a l y s i s ,  about  40% of  newly 
diagnosed cases would d i e  a t  an exponent ia l  ra te  of about 25% per  
year ,  whi le  t h e  remainfng 60% would d i e  a t  a rate of on ly  about  2.5% 
pe r  year .  Even i f  t h e  s u r v i v a l  experience is, i n s t ead ,  a continuum, 
and a s f g n f f i c a n t  number of cases d f e s  a t  rates f a l l i n g  between t h e s e  
two extremes, t h e r e  fs neve r the l e s s  a major d i f f e r e n c e  between t h e  
extremes of su rv fva l  f o r  less than two yea r s ,  and s u r v i v a l  f o r  more 
than t e n  yea r s ,  from t h e  t i m e  o f  d tagnosfs .  P a t i e n t s  wi th  l o c a l  
b r e a s t  cancer  (no ev ident  lymph node involvement) gene ra l ly  e x h i b i t  
a lower m o r t a l t t y  rate; however, of t h e  p a t i e n t s  diagnosed as having 
regixmal d i s e a s e  (.i.e., w t th  lymph node involvement),  one t h i r d  a l s o  
have a low m o r t a l i t y ,  Th i s  s u r v i v a l  p a t t e r n  would be expected i f  
two t h i r d s  of t h e  p a t i e n t s  w i th  r eg iona l  d f sease  harbor a "v i ru len t" ,  
b i o l o g i c a l l y  a g r e s s i v e  Eons of b r e a s t  cancer ,  whi le  t h e  remaining 
one t h i r d  resemble most of t h e  women diagnosed as having l o c a l  d i s ­
ease. Women diagnosed as having r eg iona l  b r e a s t  cancer  t h e r e f o r e  
provide t h e  most promising oppor tuni ty  f o r  t he  i d e n t i f i c a t i o n  of 
any p o s s i b l e ,  c h a r a c t e r i s t i c ,  h i s t o l o g i c a l  f e a t u r e s  that might d i s ­
t i nguf sh  those  wi th  a m o r t a l i t y  prospec t  as extreme as 25% pe r  year  
from those  wi th  a m o r t a l i t y  prospec t  of only 2.5% p e r  year .  

There are a number of gross  and h i s t o l o g i c a l  parameters i n  b r e a s t  
cancer  t h a t  have been used t o  p r e d i c t  prognosis  and estimate s u r v i v a l .  
These inc lude  s i z e  and/or  contour  of t h e  primary l e s i o n ,  growth rate 
(mitoses  o r  doubling t i m e ) ,  h i s t o l o g i c  type,  tumor d i f f e r e n t a t i o n  
( h i s t o l o g i c  grade and nuc lea r  grade) ,  extent of lymphocytic i n f i l t r a ­
t f o n ,  mucin s e c r e t i o n ,  l i p i d  con ten t ,  n e c r o s i s ,  lymphatic and/or  
blood vessel invas ion ,  number of a x i l l a r y  nodes involved wi th  tumor, 
and h i s to logy  of t h e  nodes. However, t h e s e  parameters are no t  
abso lu t e  p r e d i c t o r s ,  are s u b j e c t  t o  ind iv idua l  s u b j e c t i v e  determina­
t i o n ,  and depend upon t h e  sampling of t h e  primary l e s i o n  f o r  
hfs to logy  and t h e  d e t a i l  of t h e  pathology review. 

rmr 
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Because of t h e  p o s s i b i l i t y  t h a t  some b r e a s t  cancers  are no t  
b i o l o g i c a l l y  important ,  and because an  a n a l y s i s  of s u r v i v a l  
experience sugges ts  a less "v i ru len t"  and a more "vi ru len t"  type  
of t h e  d i s e a s e  (1-3), t he  Breast Cancer Program is  i n t e r e s t e d  
i n  d e l i n e a t i n g  o t h e r  parameters ( i n  a d d i t i o n  t o  c u r r e n t  gross  and 
h i s t o l o g i c a l  ones) t h a t  might b e t t e r  c o r r e l a t e  wi th ,  o r  be used 
t o  p r e d i c t ,  prognosis  and su rv iva l .  These parameters should be 
d e t e c t i b l e  i n  t i s s u e  specimens f i x e d  by r o u t i n e  pathology labora­
t o r y  procedures;  they could,  however, be de l inea ted  by h i s t o l o g i c a l ,  
h is tochemical ,  innnunohistochemical, o r  o t h e r  methods. I f  types of 
r eg iona l  b r e a s t  cancer  d i f f e r  i n  b i o l o g i c a l  agress iveness ,  t i s s u e s  
o r i g i n a l l y  obtained a t  t h e  t i m e  o f  surgery ,  from p a t f e n t s  whose 
subsequent s u r v i v a l  is  known (i.e.,  from women who d ied  from 
metastatic d i s e a s e  less than two yea r s  a f t e r  d i agnos i s ,  and from 
women l i v i n g  more than t e n  years  from t h e  t i m e  of d iagnos is )  could 
be used t o  sea rch  f o r  f e a t u r e s  t h a t  d i s t i n g u i s h  them. 

Clinical trials on b r e a s t  cancer  have been complicated by t h e  he te ro­
genei ty  evfdent  i n  t h e  s u r v i v a l  experience of assemblies  of t r e a t e d  
p a t i e n t s .  I.f t h i s  he te rogenei ty  is ,  even f n  p a r t ,  a r e f l e c t i o n  of 
d i f f e r e n c e s  i n  b fo log ica l  behavior of b r e a s t  cancer ,  p r e d i c t a b l e  
a t  t h e  t t m e  of d iagnos is ,  c l i n i c a l  t r ials could cons ider  t h e s e  types 
sepa ra t e ly .  T t  would a l s o  be fmportant t o  a s c e r t a i n  whether t hese  
d i f f e r e n t  types of b r e a s t  cancer ,  i f  i d e n t i f i e d ,  d i f f e r  i n  epidemio­
l o g i c  characteristics and i n  e t io logy .  

Ref erence,s 

1. 	 Fox, M.S. On t h e  Diagnosis and Treatment of Breast Cancer. J.  
Amer. Med. Assoc. 241: 489494, 1979.-

2 .  	 Bergson, J. and Gage, R.P. Surv iva l  Curve f o r  Breast Cancer P a t i e n t s  
Following Treatment. J. h e r .  Statis. Assoc. 47: 501-515, 1952 

3 .  	 Cut le r ,  S.J. and Axtell, L.M. P a r t i t i o n i n g  of a P a t i e n t  Populat ion 
wi th  Respect t o  Di f f e ren t  Mor ta l i ty  Risks.  J. Amer. S t a t i s .  Assoc. 
-58: 701-712, 1963. 

11. RESEARCH GOALS AND SCOPE 

It is  t h e  i n t e n t  of t h i s  RFA t o  s t i m u l a t e  r e t r o s p e c t i v e  s t u d i e s  t o  
search  f o r  parameters based on h i s t o l o g i c a l ,  h i s tochemica l ,  immuno­
his tochemical ,  o r  o t h e r  methods, t h a t  would permit more p r e c i s e  p re -
d i c t i o n  of t he  s u r v i v a l  of p a t i e n t s  wi th  r eg iona l  o r  l o c a l  b r e a s t  
cancer  ( r eg iona l  b r e a s t  cancer  def ined as b r e a s t  cancer  wi th  a x i l l a r y  
lymph node involvement, confirmed by pathology, and wi th  no evidence 
of d i s t a n t  metastases; l o c a l  b reas t  cancer  def ined as invas ive  b r e a s t  
cancer wi th  no h i s t o l o g i c  evidence of lymph node involvement o r  meta­
s t a t t c  d i s e a s e ) .  Primary b reas t  cancer t i s s u e  and poss ib ly  o t h e r  
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material from p a t i e n t s  who subsequent ly  survived more than ten yea r s  
from t i m e  o f  d i agnos i s  would be compared t o  equiva len t  material from 
p a t i e n t s  who d ied  from metastatic d i s e a s e  less than two yea r s  from t h e  
t i m e  of d iagnos is .  Material t o  be compared should be from cases i d e n t i ­
f i e d  i n  t h e  same span of yea r s  and i n  t h e  same h o s p i t a l s .  It would be 
d e s i r a b l e  t o  begin t h e  i n v e s t i g a t i o n  w i t h  (but  no t  n e c e s s a r i l y  conf ine  
i t  t o )  samples from p a t i e n t s  who had lymph node involvement, s i n c e  
d i f f e r e n c e s  i n  s u r v i v a l  would be more l f k e l y  t o  depend upon d i f f e r e n c e s  
i n  t h e  tumor and t h e  hos t  response t o  i t .  For such r eg iona l  b r e a s t  
cancer  cases ,  only du ra t ion  of subsequent s u r v i v a l  (less than two y e a r s  
as opposed t o  mre than  t e n  yea r s )  would select  t h e  two groups r a t h e r  
than  any d i f f e r e n c e s  o r i g i n a l l y  noted a t  t h e  t i m e  of d iagnos is .  Any
v a r i e t y  o r  combinatton of t i s s u e  s l i d e  o r  specimen p repa ra t ions  could 
be employed i n  t h i s  s ea rch  f o r  d i f f e r e n c e s  i n  t h e s e  two groups. Known 
epidemfologic r i s k  f a c t o r s  f o r  b r e a s t  cancer ,  such as age,  menstrual  
s t a t u s ,  reproduct ive  h i s t o r y ,  family h i s t o r y  of b r e a s t  cancer ,  etc.,  
should n o t  be considered i n  t h e  s e l e c t i o n  of t h e  p a t i e n t s  i n  t h e  two 
groups, a l though subsequent c o r r e l a t i o n  wi th  t h e s e  v a r i a b l e s  could w e l l  
be examtned. Applfcatfons could be  submitted from s f n g l e  o r  from several 
c d l a b o r a t i n g  i n s t i t u t f o n s .  

111. MECHANI.S?l OF SUPPORT 

The support  mechanism f o r  t h f s  program w i l l  be t h e  t r a d i t i o n a l  Nat iona l  
I n s t i t u t e s  of Heal th  grant-in-aid.  Applicants  are expected t o  p l an  and 
execute  t h e i r  own re sea rch  p ro toco l .  It i s  a n t i c i p a t e d  t h a t  t h i s  pro­
ject  need no t  exceed two years .  A t  least two p r o j e c t s  w i l l  be  funded 
t o t a l i n g  an approxfmate d i r e c t  c o s t  o f  $100,000 f o r  t h e  f i r s t  y e a r ,  and 
$125,000 f o r  t h e  second year .  P r o j e c t  s ta r t  d a t e s  i n  mid-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 ans  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 eques t  
f o r  a p p l i c a t i o n  i s  cont ingent  upon a v a i l a b f l i t y  of funds f o r  t h i s  purpose. 

TV. REVIEW PROCEDURES AND CRITERIA 

A. R e v i e w  Method 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be  reviewed by Div is ion  of Research 
Grants (DRG) and N C I  s t a f f  f o r  t h e i r  responsiveness  t o  t h e  s p e c i f i c  
o b j e c t i v e s  of t h i s  RFA. I f  an a p p l i c a t i o n  is  judged unresponsive,  
t h e  app l i can t  w i l l  be  contac ted  and given an oppor tuni ty  t o  withdraw 
t h e  a p p l i c a t i o n  o r  t o  submit it f o r  cons ide ra t ion  wi th  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  rece ived  by N I H  f o r  that review cyc le .  
For those  a p p l i c a t i o n s  judged responsive,  DRG w i l l  a r r ange  f o r  t h e  
s c i e n t i f i c  m e r i t  review by a n  appropr i a t e ,  s i n g l e ,  i n i t i a l  peer  
review group. Secondary review w i l l  be  c a r r i e d  ou t  by t h e  Nat iona l  
Cancer Advisory Board. 

B. Review Criteria 

In  add i t ion  t o  t h e  usua l  elements 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  
considered i n  eva lua t ing  each a p p l i c a t i o n  w i l l  be: 

-* 
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1. 	 Innovat iveness  of proposed methodologic approach and r e sea rch  
design. 

2. 	 Exper t i s e  and exper ience  of t h e  i n v e s t i g a t o r s  i n  t h e  methodologies 
proposed f o r  i n c l u s i o n  i n  t h e  sea rch  f o r  parameters .  

3. 	 A v a i l a b i l i t y  of r e t r o s p e c t i v e l y  obta ined  t i s s u e  samples from 
adequate numbers of cases i n  each of t h e  two s u r v i v a l  c a t e g o r i e s .  

4, 	Adequacy of appropr i a t e  personnel ,  f a c i l i t i e s ,  and/or  co l labora­
t ive arrangements. 

5. Evaluat ion p l an  and t imetable  f o r  comple t ion . '  

V. METHOD OF APPLYING 

A. Format of Appl ica t ions  

Appl ica 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  t h e  t r a d i t i o n a l  r e sea rch  g ran t .  Appl ica 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  Div is ion  of 
Research Grants, NIH. The convent ional  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  regular re sea rch  grant  a p p l i c a t i o n s  should be followed 
and t h e  p o i n t s  i d e n t i f i e d  under t h e  "Review Criteria" must be 
addressed. The words "PROPOSAL I N  RESPONSE TO RFA: CORRELATION 
BEIWEXN MICROSCOPIC CHARACTERISTICS OF PRIMARY BREAST TUMORS AND 
SUBSEQUENT PATEENT SURVTVAL" should be typed a c r o s s  t h e  top of t h e  
f a c e  page of t h e  a p p l i c a t i o n .  

8 .  Appl ica t ion  Procedure 

The p resen t  RFA announcement I s  open t o  a l l  i n t e r e s t e d  and s c i e n t i f i c -
a l l y  q u a l f f i e d  i n v e s t i g a t o r s .  The o r i g i n a l  and s i x  copies  of t h e  
a p p l i c a t f o n  should be s e n t  o r  de l ive red  to :  

Appl ica t ion  Receipt Of f i ce  
Div is ion  of Research Grants 
Nat iona l  I n s t i t u t e s  of Heal th  
Room 240, Westwood Building 
5333 Westbard Avenue 
Bethesda, Maryland 20205 

To ensure  t h e i r  review, a p p l i c a t i o n s  must be rece ived  by c l o s e  of 
bus iness ,  October 15,  1980. Appl ica t ions  rece ived  a f t e r  t h i s  d a t e  
w i l l  be re turned .  The DRG w i l l  a l s o  no t  accept  any a p p l i c a t i o n  in 
response t o  t h i s  announcement that i s  t h e  same as one concurren t ly  
being considered by any o t h e r  N I H  awarding u n i t .  A copy of t h e  
f a c e  page should be s e n t  t o :  
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D r .  Elizabeth P .  Anderson 

Chief, Epidemiology Projects Section 

Breast Cancer Program Coordinating Branch 

Division of Cancer Biology and Diagnosis 

National Cancer Inst i tute  

Room 4A-06, Landow Building 

7910 Woodmont Avenue 

Bethesda, Maryland 20205 


Inquiries concerning t h i s  announcement should a l so  be d i r e c t e d  to  
Dr. Elizabeth Anderson a t  t h i s  address (telephone, 301/496-6718). 
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'AWNOURCEMENT; 
NIH-NIAMDD-ABSD-80-1 

'// 8 8 1 8  8 8 8 / 

NATIONAL I N S T I T U T E  OF A R T H R I T I S ,  

METABOLISM AND DIGESTIVE DISEASES 

TITLE: CLINICAL TRIAL O F  FLUORIDE I N  OSlTOPOROSIS 

AppkXcatian rreccipt date, Septembetr 1 5 ,  7950 

I. BACKGROUND INFORMATION 

The National  I n s t i t u t e  of Arthritis, Metabolism and Diges t ive  Diseases 
(NIAMDD) i n v i t e s  gran t  a p p l i c a t i o n s  f o r  support  of a c l i n i c a l  t r i a l  t o  
assess t h e  e f f i c a c y  of f l u o r i d e  as a the rapeu t i c  agent  i n  t r e a t i n g  
p a t i e n t s  wi th  os teoporos is .  Descr ip t ions  of  t h e  s c i e n t i f i c  goa ls ,  
a p p l i c a t i o n  methods, and review procedures are contained i n  t h e  follow­
ing sec t ions .  This  RFA w i l l  be  i ssued  only once. 

Osteoporosis is a bone d i s e a s e  cha rac t e r i zed  by decreased t o t a l  bone 
mass; i . e . ,  a decrease  i n  t h e  amount of e s s e n t i a l l y  normal bone t i s s u e  
wi th in  an  undiminished o u t e r  bone volume. Although os t eoporos i s  occurs  
i n  both females and males, t h e  r a t i o  of  females t o  males is  about four  
t o  one. S k e l e t a l  bone l o s s  is d i s t i n c t l y  acce le ra t ed  dur ing  menopause 
and i n  t h e  e a r l y  post-menopause. The prevalence o f  o s t eoporos i s  i n  post-
menopausal females may be 25-30 percent .  With ou r  s t e a d i l y  increas ing  
aged populat ion,  t h e  prevalence of  t h i s  d i s e a s e  is  r i s i n g  dramat ica l ly .  
The major consequence of  o s t eoporos i s  is f r a c t u r e ,  o f t e n  caused by mini­
mal trauma. X t  is es t imated  t h a t  i n  t h e  United S t a t e s  today,  two t o  f i v e  
m i l l i o n  ind iv idua l s  manifest  s u f f i c i e n t  symptoms of  o s t eoporos i s  t o  seek 
medical advice. 

Proximal femur (h ip)  f r a c t u r e  i l l u s t r a t e s  t h e  importance and prevalence 
of t h i s  d i sease .  Af t e r  age  f i f t y ,  approximately 150,000 ind iv idua l s  
s u f f e r  h i p  f r a c t u r e s  each year .  The morbidi ty  and m o r t a l i t y  from these  
f r a c t u r e s  r e s u l t  i n  an annual  c o s t  es t imated a t  approximately one b i l l i o n  
d o l l a r s .  L e s s  s e r i o u s  ( i n  terms of complicat ions) ,  but  more p reva len t ,  
are c rush  f r a c t u r e  of t h e  v e r t e b r a e  and f r a c t u r e  of t h e  w r i s t  and o t h e r  
bones. 

Fluoride,  i n  t h e  form of sodium f l u o r i d e  s a l t  i n  low-dosage t a b l e t s  (2.2mg), 
is a r e a d i l y  a v a i l a b l e  i n g e s t i b l e  agent  proven e f f e c t i v e  aga ins t  d e n t a l  
caries and without  t o x i c  e f f e c t  when used as prescr ibed .  Sodium f l u o r i d e  
is a l s o  o f t e n  prescr ibed ,  i n  considerably l a r g e r  dosages,  f o r  t h e  treat­
ment of os teoporos is ;  however, c l inical  d a t a  t o  a s c e r t a i n  i t s  e f f e c t i v e ­
ness  o r  t o x i c i t y  a t  t h e  higher  dosage levels used are l imi t ed .  Because 
i t  is apparent ly  a l ready  i n  wide use  as a t reatment  f o r  bone l o s s ,  t h e r e  
is an urgent  need t o  assess t h e  va lue  of t h i s  mode of f l o u r i d e  therapy.  
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Fluor ide  is  one of t h e  few agen t s  genera l ly  thought t o  be capable  of 
s t i m u l a t i n g  o s t e o b l a s t i c  a c t i v i t y  and inc reas ing  t r a b e c u l a r  bone mass. 
Therefore ,  f l u o r i d e  should be evaluated f o r  e f f i c a c y  i n  t h e  therapy 
of os teoporos is .  

11. RESEARCH GOALS 

The primary goal  is  t o  provide a double-blind, randomized c l i n i c a l  t r i a l  
of  f l u o r i d e  t reatment  i n  os t eoporo t i c  p a t i e n t s .  F rac tu re  inc idence  w i l l  
be  t h e  primary evaluative c r i t e r i o n .  Cor re l a t ive  goa l s  involve  s t u d i e s  
of bas i c  b i o l o g i c a l  mechanisms i n  a populat ion r ece iv ing  the rapeu t i c  
doses 0 0  f l u o r i d e .  

A. C l i n i c a l  Trial 

The fol lowing i s  a suggested o u t l i n e  of t h e  c l i n i c a l  t r i a l  o rgan iza t ion .  
The a p p l i c a n t  must provide  adequate  d e t a i l s  and explana t ion  of s p e c i f i c  
p ro toco l s  t o  permit  compet i t ive  eva lua t ion .  Grant support  may b e  
awarded t o  a s i n g l e  i n s t i t u t i o n  o r  several i n s t i t u t i o n s  coord ina t ing  
through a multi-center agreement. I f  any consortium arrangement is  
proposed, w r i t t e n  agreement t o  c o l l a b o r a t e  by a l l  i n v e s t i g a t o r s  and 
t h e i r  i n s t i t u t i o n s  i s  reques ted .  Furthermore, t h e  a p p l i c a n t  should 
j u s t i f y  t h e  u s e  of  a c o l l a b o r a t i v e  arrangement i n  terms of ba lance  
among p a t i e n t  numbers, t r i a l  du ra t ion ,  and t h e  need f o r  and n a t u r e  
of coordinatfon mechanfsms. 

1. Subje.ct Se l ec t ion  

The s u b j e c t s  should be  s e l e c t e d  from a n  os t eoporo t i c  group 
r ep resen t ing  t h e  t y p i c a l  postmenopausal p a t i e n t .  The t r i a l  may 
u t f l i z e  e f t h e r  o r  bo th  of t h e  fol lowing d i agnos t i c  c a t e g o r i e s :  
(1) p r i o r  f r a c t u r e  w i t h  a degree of bone loss  c o n s i s t e n t  w i t h  
t h e  c l i n i c a l  presence of  o s t eoporos i s ;  (2) s u b s t a n t i a l  evidence 
of decreased bone mass. The absence of  a p r i o r  f r a c t u r e  r e q u i r e s  
a d e t a i l e d  d e s c r i p t i o n  of  t h e  a v a i l a b l e  techniques and b a s e l i n e  
normal da t a  u t i l i z e d  t o  determine "subs tan t ia l"  bone loss. 

The i n v e s t f g a t o r  must d e f i n e  t h e  e n t r y  o r  exc lus ion  cri teria,  
consent procedures ,  and randomization methods. Also, t h e  i n v e s t i ­
g a t o r  must d e s c r i b e  and document p a t i e n t  a v a i l a b i l i t y  as w e l l  as 
spec i fy  and j u s t i f y  t h e  t r i a l  s i z e  and dura t ion .  

2. T r e a t m e n t s  

All women entered  i n t o  t h e  t r i a l  should receive supplemental  
calcium and Vitamin D a t  appropr i a t e  levels. P a t i e n t s  should be 
randomly ass igned  t o  a f l u o r i d e  t reatment  group o r  t o  a c o n t r o l  
group r ece iv ing  a placebo. 

The a p p l i c a n t  should provide t h e  r a t i o n a l e ,  i n  d e t a i l ,  f o r  
s e l e c t i n g  t h e  proposed f l u o r i d e  dosage t o  be used i n  t h e  t r ia l .  
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Outcomes 

Both e f f e c t i v e n e s s  as a t reatment  f o r  o s t eoporos i s  and p o t e n t i a l  
t o x i c i t y  must be assessed .  Because maintaining t h e  s t r u c t u r a l  
i n t e g r i t y  of t h e  s k e l e t a l  system i s  t h e  major o b j e c t i v e  i n  
t r e a t i n g  os t eoporos i s ,  f r a c t u r e  incidence w i l l  be  t h e  key f a c t o r  
i n  determining e f f ec t iveness .  Other i n d i c a t o r s  of bone mass and 
bone q u a l i t y  may a l s o  be p e r t i n e n t .  Appropriate  biochemical 
a s says  may be necessary  t o  e l u c i d a t e  t h e  s t a t u s  of bone metabo­
l i s m  o r  t o x i c i t y .  Any a d d i t i o n a l  d i agnos t i c  o r  eva lua t ive  tests 
o r  procedures should be f u l l y  descr ibed and j u s t i f i e d .  T e s t s  
should be included t o  assess compliance wi th  t h e  prescr ibed  
t reatment .  

Pollow-.up 

The a p p l i c a n t  should spec i fy  t h e  s e t t i n g  and frequency of follow-
up v i s i t s  inc luding  t h e  observa t ions  t o  be made a t  each po in t .  
Methods f o r  con tac t ing  non-returners  and/or  f o r  fol lowing them 
f o r  f r a c t u r e s  through s u r v e i l l a n c e  of medical providers ,  should 
be addressed.  

Data Process ing  and Analysis  

All d a t a  ga ther ing ,  processing,  and a n a l y s i s  methods should be 
d iscussed  inc l ad ing  t h e  r a t i o n a l e  f o r  s e l e c t i n g  t h e  descr ibed 
procedure. 

B ,  Correlative S tud ie s  

The a v a i l a b i l i t y  of a populat ion on prolonged f l u o r i d e  therapy may 
provide a unique oppor tuni ty  t o  conduct a d d i t i o n a l  r e sea rch  observa­
t i o n s  as ad junc t s  t o  t h e  c l i n i c a l  trial. Some areas t h a t  might be 
considered are bone metabolism, calcium absorp t ion ,  i n f luence  on 
hormonal system, and e f f e c t s  on o t h e r  connect ive t i s s u e s .  

Applicants  f o r  t h e  c l i n i c a l  t r i a l  are i n v i t e d  t o  submit a g ran t  
proposal  f o r  c o r r e l a t i v e  s t u d i e s  under a s e p a r a t e  cover .  This 
a d d i t i o n a l  a p p l i c a t i o n  is  op t iona l .  Fur ther  d e t a i l s  are contained 
i n  Sec t ion  TY.B., “RJWXEW PROCEDURES AND CRITERIA.” 

111. MECHANISM OF SUPPORT 

E l i g i b i l i t y :  Domestic u n i v e r s i t i e s ,  co l l eges ,  h o s p i t a l s ,  l a b o r a t o r i e s ,  
and o t h e r  pub l i c  o r  p r i v a t e  non-profit  i n s t i t u t i o n s ,  inc luding  S t a t e  
and l o c a l  governmental u n i t s ,  are e l i g i b l e .  

Length of  Support: The p r o j e c t  can be supported f o r  a maximum of f i v e  
years .  Ilf t h e  b a s i c  c l i n i c a l  trial r e q u i r e s  an a d d i t i o n a l  per iod of 
time, a renewal a p p l i c a t i o n  may be submitted,  s u b j e c t  t o  competi t ive 
review procedures.  Applicants  are requested t o  f u r n i s h  t h e i r  own 
estimates of t h e  t i m e  requi red  (up t o  f i v e  years )  t o  achieve  t h e  pro­
po sed object fves  . 
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The support  mechanism f o r  t h i s  program w i l l  be  t h e  grant-in-aid.  
Contingent upon t h e  r e c e i p t  of appropr i a t e  funds,  t h e  I n s t i t u t e  w i l l  
a l l o c a t e  a po r t ion  of t h e  FY 1981 funds s p e c i f i c a l l y  f o r  p r o j e c t ( s )  
generated i n  response t o  t h i s  RFA. Current p o l i c i e s  and r e g u l a t i o n s  
which govern r e sea rch  g r a n t s  of  t h e  N I H  w i l l  p r e v a i l .  The Catalog of 
Federal  Domestic Ass is tance  number i s  13.846. This program is  supported 
under au tho r i za t ion  of  t h e  Publ ic  Heal th  Service Act, T i t l e  111, Sect ion  
301 (Publ ic  Law 78-410, as amended; 42 USC 241) and admfnis tered under 
PHS g ran t  p o l i c i e s  and Federa l  Regulat ions 42 CFR P a r t  52 and 45 CFR 
P a r t  74. Thfs program is  n o t  sub jec t  t o  A-95 Clearinghouse o r  Heal th  
Systems Agency revfew. 

IV. RFJIEW PROCEDURES AND CRITERIA 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be  reviewed f o r  t h e i r  responsiveness  t o  
t h e  s p e c i f f c  o b j e c t i v e s  descr ibed  i n  t h e  announcement. I f  a n  a p p l i c a t i o n  
3s judged unresponsive,  t h e  a p p l i c a n t  w i l l  be  contac ted  and given an 
oppor tuni ty  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  submit i t  f o r  cons ide ra t ion  
in t h e  t r a d i t t o n a l  r e s e a r c h  g ran t  program of t h e  NIH.  

A l l  r espons ive  proposa ls  w i l l  receive i n i t i a l  review by an  appropr i a t e  
group of pee r s  as arranged by t h e  Divis ion of Research Grants .  Because 
a broad range of s k i l l s  are requi red  t o  success fu l ly  design and complete 
a c l inical  t r i a l ,  t h e  review panel  w i l l  have mul t i -d i sc ip l ina ry  e x p e r t i s e .  
F i n a l  review w i l l  be  made by t h e  Nat ional  Arthritis, Metabolism and 
Diges t ive  Diseases Advisory Council i n  May 1981. The earliest poss ib l e  
funding d a t e  w i l l  be J u l y  1, 1981. 

Y 

The fol lowing is  a l i s t  of some (but  n o t  n e c e s s a r i l y  a l l )  of t h e  review 
cr i ter ia  t h a t  may be consfdered,  There i s  no s i g n i f i c a n c e  t o  t h e  o rde r  
i n  which t h e  i t e m s  are l f s t e d .  

A. C l i n t c a l  T r f a l  

1. 	 The t echnfca l  and s c i e n t i f i c  merits of t h e  medical approach and 
medical a s p e c t s  of t h e  s tudy  such as s u b j e c t  s e l e c t i o n ,  t reatment  
r a t i o n a l e ,  d i a g n o s t i c  and eva lua t ive  procedures.  

2. 	 The t echn ica l  and s c i e n t i f i c  merits of t h e  s ta t i s t ica l  f e a t u r e s  
of t h e  study inc luding  such characteristics as: sample s i z e  
p ro jec t fons ,  Stat is t ical  power, methods of ana lyses ,  and sequen­
t ra l  ana lyses  of d a t a  where ind ica t ed .  

3.  	 The technical and s c i e n t i f i c  m e r i t  of  t h e  l o g i s t i c a l  f e a t u r e s  
inc ludtng  such items as t h e  accumulation, f low, and q u a l i t y  
c o n t r o l  of d a t a ,  proper  b l ind ing  procedures ,  coordinated labor-
t o r y  procedures,  and p lans  f o r  de f in ing  access and r e s t r i c t i o n s  
t o  t h e  da t a .  

4 .  	 The experience and q u a l i f i c a t i o n s  of t h e  i n v e s t i g a t o r s  wi th  regard 
t o  s t u d i e s  on os t eoporos i s  and c l i n i c a l  t r i a l s  i n  genera l .  
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'HIJ 5. '  	The experience and q u a l i f i c a t i o n s  of those respons ib le  f o r  t h e  
coord ina t ing ,  d a t a  management, and s ta t is t ical  a n a l y s i s  , func t ions .  

6 .  	 The e f f ec t iveness  of t h e  organiza t ion  and admin i s t r a t ion  of t h e  
clinical trial fncluding,  where appropr i a t e ,  committees responsi­
b l e  f o r  s t e e r i n g  and execut ive r e s p o n s i b i l i t y ,  o v e r a l l  po l i cy ,  
pub l i ca t ions ,  and d a t a  monitoring. I n  t h e  case of c o l l a b o r a t i v e  
e f f o r t s  s p e c i a l  emphasis must be placed on demonstrating t h e  
a b i l i t y  t o  produce a uniform and cohesive e f f o r t  by a l l  con t r ibu t ­
ing  instf t u t  ions.  

7. 	 The a v a l l a b f l i t y  of p a t i e n t s  s u i t a b l e  f o r  t h e  t r i a l  and t h e  
l fke l ihood of their p a r t i c i p a t i o n .  

8. An adequately documented working p lan  f o r  t h e  t r ia l .  

9 .  E t h i c a l  and human s a f e t y  i s sues .  

10. The appropr ia teness  of t he  budget. 

B. Correlative S tud ie s  

Only application(-$) that success fu l ly  conpete f o r  t h e  os teoporos is  
cltnical t r i a l  w f l l  be considered f o r  funding of t h e  c o r r e l a t i v e  
s tud fes .  Creative and mer i tor ious  p r o j e c t s  are sought; however, 
t h e s e  a d d t t i o n a l  s t u d i e s  should represent  only a moderate percentage

+lw' of t h e  total  e f f o r t .  Such a p p l i c a t i o n s  should a l s o  use  form PHS 398 
and be s u f f i c f e n t l y  complete t o  enable  an independent peer  review 
f o r  s c f e n t i f f c  merit without recourse  t o  t h e  c l i n i c a l  t r i a l  app l i ca t ion .  

A Dfvision of Research Grants Study Sec t ion  w i l l  r e v i e w  th i s  appl ica­
t f o n  u t t l i z h g  normal r e v i e w  crtteria. A ccvering let ter should 
expla in  t h e  relation of t h i s  a p p l i c a t i o n  t o  tbo, c l i n i c a l  t r i a l  pro­
posa l ,  Xn addftTon, the f a c e  page should be l abe led ,  "IN RESPONSE TO 
RFA Nm-NrAMDD-ABSD-80-1: CORRELATm STUDY .'I 

Y. NETHOD OF APPLYING 

A. tet ter 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 Includes a b r i e f  synopsis  of t h e  proposed a r e a ( s )  of research.  
This  let ter should be sen t  by August 1, 1980 to :  

Stephen L. Gordon, Ph.D. 

Direc tor ,  Musculoskeletal  Diseases Program 

National  I n s t i t u t e  of A r t h r i t i s ,  Metabolism 


and Digest ive Diseases 

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

Room 407, Westwood Building 

Bethesda, Maryland 20205 
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"he I n s t i t u t e  r e q u e s t s  such letters only  t o  provide  an 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 let ter of 
i n t e n t  is  not  binding,  it w i l l  no t  e n t e r  i n t o  t h e  r e v i e w  of any pro­
posa l  subsequent ly  submit ted,  and it is no t  a requirement f o r  app l i ca ­
t i o n .  Applicants  i n t end ing  t o  submit a s e p a r a t e  proposal  r e l a t e d  t o  
c o r r e l a t i v e  s t u d i e s  should i n d i c a t e  t h i s  f a c t  in t h e  Letter of I n t e n t .  

B. Applfcat ion Format 

Appl ica t ions  should 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 .  Appl ica t ion  forms are 
s v a t l a b l e  from most h s t i t u t f o n a l  bus iness  o f f i c e s  o r  from t h e  
Dfvfsfon of Research Grants,  NTH. The convent ional  p r e s e n t a t i o n  i n  
f o m a t  and d e t a i l  f o r  regular re sea rch  g r a n t  a p p l i c a t i o n s  should be 
used, ensur ing  that the p o i n t s  i d e n t i f i e d  under t h e  R e v i e w  Procedures  
and C r r t e r f a  are f u l f i l l e d .  A s ta tement  from c o l l a b o r a t o r s  ( i f  any) 
i n d f c a t t n g  t h e i r  w f l l h g n e s s  t o  work and i n t e r a c t  i n  t h e  p r o j e c t  
should be included. 

C. Applj,cation Procedure 

Th.e r e c e i p t  d4 te  for a p p l i c a t i o n s  is befo re  5 : O O  p.m., EST of 
September 15, 1980. The o r i g i n a l  and sfx cop ies  of t h e  a p p l i c a t i o n  
g.hould b e  sent o r  d e l i v e r e d  to :  

Dtv is ion  of 'Research Grants 
Nat iona l  Tns tTtu tes  of Heal th  
Room 240, Westwood Building 
5333 Westbard Avenue 
Bethesda, Maryland 20205 

Both the o u t s f d e  of t h e  ma i l ing  package and the top  of t h e  
a p p l i c a t t o n ' s  face page should be l a b e l e d ,  " I N  RESPONSE TO RFA 
NTH-NrAlDD-l@SDc80-1. '' 
A n  a d d f t i o n a l  copy of t h e  a p p l i c a t i o n  should be s e n t  d i r e c t l y  t o  
D r .  Stephen.L. Gordon whose addres s  appears  above. 
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NATIONAL INSTITUTE OF NEUROLOGICAL AND 

COMMUNICATIVE DISORDERS AND STROKE 

The Neurological Disorders  Program of t h e  Nat ional  I n s t i t u t e  of Neurological 
and Communicative Disorders  and Stroke,  a component of t h e  Nat ional  I n s t i ­
t u t e s  of Heal th ,  invites g ran t  a p p l i c a t i o n s  t o  support  r e sea rch  leading  t o  
a b e t t e r  understanding of t h e  e t io logy  and pathogenesis  of a v a r i e t y  of 
movement d i so rde r s ,  w i th  t h e  i n t e n t  of improving t h e  e a r l y  d iagnos is  and 
t h e  t rea tment  of  t h e s e  d i s e a s e s  and u l t ima te ly  t h e i r  prevent ion.  

BACKGROUND 

Disorders  of moyement inc lude  Parkinson 's  and Huntington's d i s e a s e s  and 
o t h e r  b a s a l  gangl ta  degenerat ions,  as w e l l  as Toure t t e ' s  Syndrome, and 
o t h e r  d i s e a s e s  cha rac t e r i zed  by t i cs ;  dys tonias ,  dyskines ias ,  . mors and 
bal l ism.  Most of  t h e s e  d i s o r d e r s  are progress ive ,  and may be a s soc ia t ed  
wi th  dementea, ataxia and o t h e r  neuro logica l  abnormal i t ies ,  f n  a d d i t i o n  
t o  abnormal motor a c t h f t y .  I n  some cases, t h e  symptoms reflect abnormal 
func t ion  of spece f fc  classes of neurons, e.g. ,  amfnergic neurons; i n  o t h e r s  
t h e  abnormalfty fs unknown. I n  no case i s  t h e  pa thophys io logica l  process  
adequately understood. 

RESEARCH GOALS AND SCOPE 

Mul t id i sc fp l ina ry  o r  c o l l a b o r a t i v e  s t u d i e s  are encouraged. Experimental 
s t u d i e s  may focus on anatomfcal, pa thologica l ,  biochemical,  phys io log ica l  
o r  pharmacologfcal a s p e c t s  of any of t hese  dfseases .  

There is p a r t f c u l a r  need f o r  work i n  t h e  following: 1) more p r e c i s e  d e f i n i ­
t i o n  of t h e  anatomical  and/or  phys io logica l  l e s i o n ,  2) i d e n t i f i c a t i o n  of 
characteristic abnorma l i t i e s  i n  non-neural t i s s u e s  such as blood, s k i n ,  o r  
muscle whfch are more amenable t o  biopsy o r  t i s s u e  c u l t u r e ,  and 3) develop­
ment o f  animal models, experimental  o r  gene t i c ,  which m i m i c  s i g n i f i c a n t  
a s p e c t s  of a movement dfsorder .  

Ex i s t ing  t h e r a p i e s  f o r  t h e  movement d i so rde r s  are i n  genera l  u n s a t i s f a c t o r y :  
many drugs c u r r e n t l y  used are e i t h e r  i n e f f e c t i v e  over  long per iods  of  t i m e  
o r  a s soc ia t ed  w i t h  undes i r ab le  s i d e  e f f e c t s .  For t h i s  reason,  experimental  
t he rapeu t i c  s t u d i e s  on animal models of movement d i s o r d e r s  and s t u d i e s  of  

This program is descr ibed  i n  t h e  Catalog of Federal  Domestic Ass is tance  
number 13.852. 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  
Serv ice  A c t ,  T i t l e  111, Sect ion  301 (Publ ic  L a w  78-410, as amended; 42 USC 
241) and adminis tered under PHS grant  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  74. This program i s  no t  s u b j e c t  t o  A-95 
Clearinghouse o r  Heal th  Systems Agency review. 
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appropr i a t e  i n  v i t r o  systems are encouraged. 

MECHANISM OF SUPPORT 

Appl ica t ions  may be submitted f o r :  a) program p r o j e c t  g r a n t s  (POI), o r  
b) i nd iv idua l  r e sea rch  p r o j e c t  g ran t s  (R01). 

a )  Program p r o j e c t s  may inc lude  c l i n i c a l  as w e l l  as fundamental approaches,  
depending upon t h e  l o c a l  f a c i l i t i e s  and/or  those  of coopera t ing  i n s t i t u t i o n s .  
The a p p l i c a t i o n  should i n d i c a t e  t h e  a v a i l a b i l i t y  of t e c h n i c a l  and p ro fes s iona l  
e x p e r t i s e ,  resources ,  poss ib ly  p a t i e n t s  and t h e  a b i l i t y  t o  c a r r y  o u t  t h e  de-
s i r e d  ob jec t ives .  Applicants  should develop a comprehensive r e sea rch  pro-
gram, each phase of which i s  d i r e c t e d  t o  a movement d i so rde r .  P o t e n t i a l  
a p p l i c a n t s  are encouraged t o  c o n s u l t  wi th  t h e  s t a f f  of t h e  Neurological  
Disorders  Program as e a r l y  as p o s s i b l e  i n  t h e  prel iminary s t a g e s  of  prepara­
t ion .  Deadlines f o r  r e c e i p t  of PO1 a p p l i c a t i o n s  are October 1, February 1, 
and June 1. 

b) Ind iv idua l  a p p l i c a t i o n s  may propose any i n v e s t i g a t i o n a l  a spec t  of 
movement d i so rde r s .  Deadlines f o r  r e c e i p t  of RO1 a p p l i c a t i o n s  are July 1, 
November 1, and March 1. 

REVIEW PROCEDURES AND CRITERIA 

Applicatfons should be prepared on form PHS 398 fol lowing i n s t r u c t i o n s  
contained i n  t h e  a p p l i c a t i o n  k i t .  Appl ica 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 ,  
NI'H. Program p r o j e c t s  should conform t o  t h e  s t y l e  and format recommended 
by t h i s  I n s t i t u t e ;  t h i s  information i s  a v a i l a b l e  from t h e  s t a f f  con tac t  
l i s t e d  below. Program p r o j e c t  a p p l i c a t i o n s  w i l l  be reviewed i n i t i a l l y  and 
judged f o r  s c i e n t i f i c  m e r i t  by one of t h e  NINCDS program p r o j e c t  review 
committees. Ind iv idua l  r e sea rch  p r o j e c t s  receive a s i m i l a r  review by t h e  
appropr i a t e  s tudy s e c t i o n  of t h e  Div is ion  of Research Grants.  Both reviews 
w e l l  be  conducted i n  accordance wi th  N I H  po l i cy  and procedures involving 
peer  review. Applicants  may r eques t  amounts commensurate w i t h  t h e  o b j e c t i v e s  
t o  be accomplished f o r  a per iod  n o t  t o  exceed f i v e  yea r s .  The support  
mechanism for  t h i s  program w i l l  be  t h e  grant-in-aid.  Awards w i l l  be  made 
on a competi t ive b a s i s  w i th  t h e  entire group of a p p l i c a n t s  competing f o r  
funds from t h e  Neurological Disorders  Program. 

The phrase  "PREPARED I N  RESPONSE TO NINCDS INVITATIONS FOR RESEARCH GRANTS 
I N  THE AREA OF MYEMENT DISORDERS" should be typed a c r o s s  t h e  top  of t h e  
f f r s t  (face) page of t h e  a p p l i c a t i o n .  

Completed a p p l i c a t i o n s  should be submitted according t o  t h e  dead l ines  f o r  
t h e  review schedule  mentioned above ( a l s o  suppl ied  i n  t h e  a p p l i c a t i o n  k i t )  
and mailed t o  t h e  fol lowing address :  

Div is ion  of Research Grants 
Nat iona l  I n s t i t u t e s  of Heal th  
Room 240,  Westwood Building 
Bethesda, Maryland 20205 
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One copy of t h e  a p p l i c a t i o n  is t o  be s e n t  t o  t h e  address  below. Applicants  
needing f u r t h e r  information inc luding  format f o r  program p r o j e c t  appl ica­
t i o n s  may contac t :  

D r .  Eugene Ol iver  
Heal th  S c i e n t i s t  Adminis t ra tor  
Neurological Disorders  Program 
National  I n s t i t u t e  of  Neurological 

and Communicative Disorders  and St roke  
Room 716, Federal  Bui lding 
Bethesda, Maryland 20205 
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WORKSHOP ANNOUNCEMENT FOR DIGESTIVE DISEASES 


AND NUTRITION, NATIONAL INSTITUTE OF ARTHRITIS, 


METABOLISM AND DIGESTIVE DISEASES 


The Diges t ive  Diseases and Nu t r i t i on  Programs would l i k e  t o  r ece ive  Letters 
of Intent from ind iv idua l s  planning t o  submit a p p l i c a t i o n s  f o r  workshops o r  
conferences t o  be he ld  between October 1981 and t h e  end of September 1982. 
This is t o  f a c i l i t a t e  planning and coordinat ion of workshops and conferences 
by t h e  Nat ional  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 
wi th in  t h e  l h f t s  of a v a i l a b l e  conference support .  Letters of I n t e n t  should 
be received by October 1, 1980. 

Indfvfduals  submft t tng Letters of l n t e n t  should be w i l l i n g  t o  chair o r  co­
chair t h e  meeting. Approaches, s i z e  and t o p i c s  of meetings may vary consider-
ab ly ,  bu t  an u l t i m a t e  o b j e c t i v e  of t he  meeting should be t o  s t i m u l a t e  new 
approaches t o  a problem and encourage new i n v e s t i g a t o r s  t o  become involved 
with a problem. Beginning fnves t iga to r s  should be considered as a t t endees  
o r  p a r t f c i p a n t s .  

Letters of I n t e n t  w i l l  be  reviewed by t h e  Digest ive Diseases and Nu t r i t i on  
subcommittee of t h e  Nat ional  Advisory A r t h r i t i s ,  Metabolism and Digest ive 
Diseases Council o r  an ad hoc committee. Those a p p l i c a n t s  and t o p i c s  con­
s idered  t o  be mer i tor ious  w i l l  be asked t o  submit f u l l  a p p l i c a t i o n s  t o  be 
revfewed By an ad hoc commtttee and funded on t h e  b a s i s  of m e r i t  and program 
relevance, depending on t h e  a v a i l a b i l i t y  of funds f o r  t h i s  purpose. 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  Serv ice  A c t ,  T i t l e  111, 
Sect ion 301 (Fublfc Law 78-410, as amended; 42 USC 241) and admints tered 
under PHS g ran t  p o l i c i e s  and Federal  Regulations 42 CFR P a r t  52. 

The Letter of I n t e n t  should conta in  a synopsis (not t o  exceed 3 pages) o f :  

0 T i t l e  

0 Afms of meettng 

0 Timellness 

0 Dtsc tp l tnes  of speakers  

0 Approxhnate s f z e  and c o s t  

0 Tenta t fve  t o p i c s  and speakers  

0 Form of pub l i ca t ion  


Addit ional  information on t h e  r e v i e w  process  is  a v a i l a b l e  from Program 
Di rec to r s  l i s t e d  below. It i s  advisable  t o  con tac t  the appropr i a t e  Program 
Direc tor  before  submi t t ing  a Letter of I n t e n t .  

George Ki tzes ,  Ph.D. 

Digestive Diseases Program 

National  I n s t i t u t e  of A r t h r i t i s ,  


Metabolism and Digest ive Diseases 
Room 604, Westwood Building 
Bethesda, Maryland 20205 

Telephone: (301) 496-7821 
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Sarah C.  Kalser, Ph.D. 

Liver Diseases Program 

National  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 
Room 602, Westwood Building 
Bethesda, Maryland 20205 

Telephone: (301) 496-7858 

Gerald N.  Combs, Ph.D. 

N u t r i t i o n  Program 

Nattonal  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 
Room 606,  Westwood Building 
Bethesda, Maryland 20205 

Telephone: (301) 496-7823 

G. G. Roussos, Ph.D. 
B i l i a r y  T r a c t  and Panc rea t i c  
Diseases Program 


National  I n s t i t u t e  of A r t h r i t i s ,  
Metabolism and Dfgest ive Diseases 

Room 602,  Westwood Building 
Bethesda, Maryland 20205 

Telephone: (301) 496-7121 
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REPRODUCTIVE EFFECTS FROM OCCUPATIONAL HAZARDS 

GRANTS ADMINISTRATION AND REVIEW BRANCH, OFFICE 
OF EXTRAMURAL COORDINATION AND SPECIAL PROJECTS 

NATIONAL I N S T I T U T E  FOR OCCUPATIONAL SAFETY AND HEALTH, 
CENTER FOR DISEASE CONTROL 

Altered f e r t i l i t y  9 low b i r t h  weight,  spontaneous abor t ion ,  

P a g e  T w e n t y  Three 

~ / / / / / / / / / / /
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t r ansp lacen ta l  
carc inogenes is ,  congeni ta l  malformation, mutagenesis,  and developmental 
abnormal i t ies  are among the  e f f e c t s  on reproduct ion t h a t  have been recognized 
t o  result from tox ic  occupat ional  exposure. Exposure t o  both men and women 
can produce these  e f f e c t s .  The knowledge base i n  t h e  a r e a  of t ox ic  repro­
duc t ive  hazards i s  r e l a t i v e l y  small. The National  I n s t i t u t e  f o r  Occupational 
Safe ty  and Health (NIOSH) would l i k e  t o  expand i ts  involvement i n  t h e  i d e n t i ­
f i c a t i o n  and prevent ion of reproduct ive  e f f e c t s  from occupat ional  hazards.  
The scope of t h i s  announcement is  f l e x i b l e  t o  encourage var ious  i n t e r a c t i v e  
combinations of research  approaches t h a t  might y i e l d  i n s i g h t  i n t o  the  i s s u e s  
and problems surrounding reproduct ive e f f e c t s  as a consequence of phys ica l  
and chemical occupat ional  hazards.  The I n s t i t u t e  i s  seeking app l i ca t ions  
f o r  r e sea rch  and demonstration g ran t s  concerned wi th  b a s i c  and appl ied  pro­
j e c t s  i n  areas such as epidemiology, toxicology,  con t ro l  technology, and 
h e a l t h  education. 

I. BACKGROUND INFORMATION 

The cur ren t  r e s p o n s i b i l i t i e s  of NIOSH were es t ab l i shed  by t h e  Publ ic  
Health Serv ice  A c t ,  t h e  Occupational Safe ty  and Heal th  A c t  of 1970 and 
t h e  Federal  Mine Safe ty  and Health Amendments A c t  of 1977. A major 
NIOSH r e s p o n s f b i l i t y  under those Acts i s  t o  conduct r e sea rch  necessary 
t o  ensure,  i n s o f a r  as poss ib l e ,  t h a t  no worker w i l l  s u f f e r  diminished 
h e a l t h ,  reduced func t iona l  capac i ty ,  or decreased l i f e  expectancy as a 
r e s u l t  of h i s  o r  he r  work experience.  A s  a part of this  responsibility 
NIOSH is concerned wi th  discovering t h e  i d e n t i t y  and, i f  poss ib l e ,  t h e  
prevalence of phys ica l  and chemical hazards t o  which male and female 
workers are exposed that might a f f e c t  t h e  development of t h e i r  
unborn ch i ld ren .  While a r e l a t i v e l y  few chemical and phys ica l  agents  
are genera l ly  accepted as proven mutagens, t e ra togens ,  o r  carcinogens 
i n  humans, over a thousand agents  are reported t o  have these  e f f e c t s  i n  
animals. Furthermore, many of t hese  agents  are repor ted  t o  be mutagenic 
i n  b io log ic  test systems and thus  might be suspected as capable  of 
causing reproduct ive  e f f e c t s  i n  humans. 

Over t h e  p a s t  several decades t h e r e  has been a t h r e e f o l d  inc rease  i n  the  
number of women employed i n  t h e  U.S. workforce. During t h i s  per iod 
women have been employed i n  more hazardous occupations inc luding  those 
t r a d i t i o n a l l y  r e s t r i c t e d  t o  men. I n  recent  years  an increas ing  number 
of pregnant women have remained on the j o b  until near t h e  end of preg­
nancy. Thus, many more women and t h e i r  unborn c h i l d r e n  a r e  being exposed 
t o  chemical, phys ica l ,  and psychological  hazards of t h e  workplace. 
Despite t h i s  f a c t ,  very l i t t l e  is  known about t h e  impact of such exposures 
on f e t a l  wastage and growth and development. 
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Because of t h e  unique r o l e  of women i n  t h e  reproduct ive  process ,  
exposure t o  chemical and phys ica l  hazards  has t a r g e t e d  a t t e n t i o n  on 
t h e  r i s k s  t o  t h e  o f f s p r i n g  of maternal exposure. I n  so  doing, w e  tend 
t o  f o r g e t  t h a t  t h e  working male exposed t o  mutagenic agen t s  a l s o  p l aces  
t h e  h e a l t h  of h i s  o f f s p r i n g  a t  r i s k .  

Other areas of concern are: 

1. Recognition of t h e  p o t e n t i a l  t h a t  e x i s t s  f o r  harm t o  t h e  germ cells 
of pa ren t s  of both sexes ,  s i g n a l i n g  a need t o  i n v e s t i g a t e  t h e  p o s s i b i l i t y  
t h a t  occupat iona l  hazards  mfght a f f e c t  t h e  f e r t i l i t y  of both men and 
women ; 

2.  The r e a l i z a t i o n  t h a t  s i g n i f i c a n t  q u a n t i t i e s  of i n d u s t r i a l  materials 
may be brought home i n  c l o t h i n g  r e s u l t i n g  i n  t h e  p o t e n t i a l  exposure of 
non-working pregnant women, making s t u d i e s  of t e r a t o g e n i c i t y  of agen t s  
t o  which male workers are exposed as important as s t u d i e s  of i n f e r t i l i t y  
and mutagenici ty;  and 

3 .  The p o s s i b i l i t y  t h a t  childhood cancers  may be r e l a t e d  t o  pre-na ta l  
environmental  exposures.  

NIOSH i s  o f f e r i n g  both a cha l lenge  and an oppor tuni ty  t o  t a l e n t e d  
r e sea rche r s  i n t e r e s t e d  i n  t h e  s tudy  of reproduct ive  e f f e c t s  from 
occupat iona l  exposures.  

11. AREAS OF RESEARCH INTEREST 

The goa l  of t h f s  announcement is t o  stimulate and encourage h igh  q u a l i t y  
r e sea rch  and demonstration g r a n t s  i n  t h e  areas of r e sea rch  l i s t e d  below. 
These areas are n o t  mutual ly  exc lus ive .  It is  a n t i c i p a t e d  that a given 
r e sea rch  s tudy may c u t  a c r o s s  several areas. Included under each l i s t e d  
area are examples of t h e  types  of s t u d i e s  which would be  of interest  t o  
NTOSH. They are n o t  meant t o  be res t r ic t ive and are c i t e d  f o r  i l l u s t r a ­
t i ve  purposes only.  

A. 	 EPIDEMIOLOGY AM) BIOMETRY: P r o j e c t s  which cons ider  t h e  epidemiology 
of reproduct ive  e f f e c t s ,  inc luding  a l t e r e d  f e r t i l i t y ,  spontaneous 
abor t ion ,  fe ta l  dea ths ,  gene t i c  d i s e a s e s  and d i s o r d e r s  and childhood 
cancer ,  r e s u l t i n g  from chemical and phys ica l  occupat iona l  hazards .  
O f  p a r t i c u l a r  in terest  are s t u d i e s  where dose-effect  r e l a t i o n s h i p s  
are i d e n t i f i e d  or determined. NIOSH is  i n t e r e s t e d  i n  epidemiological  
r e sea rch  us ing  a v a r i e t y  of methods o r  approaches. Such methods 
inc lude  those  which g e n e r a t e  hypotheses and t y p i c a l l y  u s e  r e g i s t r i e s ,  
medical records  o r  s ta t i s t ics  as t h e  primary da ta  source and those  
methods which tend t o  confirm hypotheses by demonstrating dose-ef fec t  
r e l a t i o n s h i p  or t h e  prevent ion  of a n  e f f e c t  by i n t e r r u p t i o n  of exposure.  
S p e c i f i c  examples of  epidemiology s t u d i e s  inc lude :  

t 
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0 	 Studies  which i d e n t i f y  groups of workers wi th  abnormal 
reproduct ive  experience and determine probable  cause.  

0 	 Studies  t o  determine whether an incidence of i n f e r t i l i t y ,  
spontaneous abor t ion ,  o r  f e t a l  m o r t a l i t y  i n  t h e  reproduct ive  
experience of  a s p e c i f i c  group of workers and/or  spouses is 
abnormal. 

0 	 Stud ies  t o  assess t h e  p a r e n t a l  employment r e l a t edness  of 
cancer  i n  childhood. 

0 	 Studies  on known reproduct ive  hazards  t o  eva lua te  and compare 
methodologies and t o  determine a s s o c i a t i o n  between endpoints  
of t h e  methodologies,  

B. 	 TOXTCOLOGY: P r o j e c t s  t o  i d e n t i f y  reproduct ive  (mutagenic, 
t e r a togen ic ,  etc.) hazards  of chemicals t o  workers and t o  
provide an e a r l y  warning of t h e  p o s s i b l e  d e l e t e r i o u s  e f f e c t s .  
S p e c i f i c  examples include:  

0 	 Research which develops test systems t o  d e t e c t  mutagenic 
a c t i v i t y  of a i r  p a r t i c u l a t e s ,  chemical mixtures o r  complexes 
found i n  t h e  workplace. 

0 	 P r o j e c t s  which s tudy t h e  p o s s i b l e  s y n e r g i s t i c  e f f e c t  o f  
mutagenic and t e ra togen ic  chemicals produced i n  workplaces. 

e Research t o  v a l i d a t e  human c e l l  mutagenic assay  systems. 

0 	 Studfes  which evaluate t h e  usefu lness  of body f l u i d  a n a l y s i s  
and cytogenic  assay  systems f o r  t h e  assessment of t h e  mutagenic 
hazard of chemicals t o  workers. 

C. 	 EXPERTPENT& LABORATORY INVESTIGATIONS: P r o j e c t s  t o  e l u c i d a t e  t h e  
biochemfcal and phys io logica l  mechanisms of a c t i v i t y  and n a t u r e  of 
reproduct ive  hazards  i n  t h e  workplace. Examples include:  

0 	 Stud ies  t o  develop and v a l i d a t e  screening systems based upon 
biochemical,  enzymatic, o r  hormonal components of body f l u i d s  
(.e.g., blood, u r i n e ,  semen) t h a t  can be used as r e l i a b l e  i n d i c e s  
of t h e  f u n c t i o n a l  state of t h e  reproduct ive  system. 

0 	 I n v e s t i g a t i o n s  t o  develop, improve, o r  v a l i d a t e  short- term o r  
i n  v i t r o  methods f o r  t e r a togenes i s  t e s t i n g .  

0 	 Studies  of mechanisms of t e r a togenes i s ,  wi th  t h e  goa l  t o  improve 
t h e  a b i l i t y  t o  p r e d i c t  re la t ive t e ra togen ic  p o t e n t i a l  of chemi­
c a l l y  r e l a t e d  compounds o r  t o  make in t e r - spec ie s  ex t r apo la t ions  
of t e r a togenes i s  da ta .  

W‘ 
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0 	 Research on t h e  mechanisms by which abnormal i t ies  are induced 
i n  sperm head morphology and t h e  imp l i ca t ions  of morphological 
changes as i n d i c a t o r s  of induced mutat ions o r  of impaired re-
product ive capac i ty .  

D. 	 CONTROL TECHNOLOGY: P r o j e c t s  t o  develop new and improved methods 
o r  equipment t o  prevent  reproduct ive  e f f e c t s  from occupat iona l  
hazards ,  inc luding:  

0 	 Studies  which i d e n t i f y  workers p o t e n t i a l l y  o r  a c t u a l l y  exposed 
t o  reproduct ive  hazards  and design new o r  improved c o n t r o l s  
f o r  t h e  hazards .  

0 	 Research which adap t s  e x i s t i n g  methods, as w e l l  as developing 
new methods of monitoring and c o n t r o l l i n g  reproduct ive  hazards  
i n  t h e  workplace. 

a 	 Research which seeks  t o  use  innovat ive  approaches,  such as 
alternative materials, engineer ing c o n t r o l s ,  p rocess  modi f ica t ion  
and p r o t e c t i v e  equipment t o  prevent  known o r  suspected reproduct ive  
problems. 

E. 	 HEALTH EDUCATION RESEARCH AND DEMONSTRATION PROJECTS: P r o j e c t s  
t o  inc rease  awareness of t h e  importance of reproduct ive  hazards  
i n  t h e  workplace. Examples include:  

0 	 Development of educa t iona l  programs f o r  h e a l t h  p r o f e s s i o n a l s ,  
and worker educa tors  t o  inc rease  t h e i r  awareness of t h e  i s s u e s  
and problems surrounding reproduct ive  e f f e c t s  from occupat iona l  
hazards.  

111. MECHANISM OF SUPPORT 

The t r a d i t i o n a l  grant-in-aid mechanism w i l l  be  used t o  support  g r a n t s  
pursuant  t o  t h i s  Program Announcement. 

Nonprofit  o rgan iza t ions  and i n s t i t u t i o n s ,  S t a t e  and l o c a l  governments 
and t h e i r  agencfes ,  are e l i g i b l e  t o  apply.  

Grants  may be supported f o r  up t o  t h r e e  yea r s ,  and may be renewed f o r  
an a d d i t i o n a l  pe r iod ,  s u b j e c t  t o  t h e  compet i t ive  review procedure and 
a v a i l a b i l i t y  of funds.  

Awards w i l l  be  made based on p r i o r i t y  s c o r e  ranking,  as w e l l  as avail-
a b i l i t y  of funds f o r  t h i s  Program. 

Grantees w i l l  be  requi red  t o  c o s t  sha re  a minimum of  f i v e  percent .  

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  2 0 ( a ) ( l )  
of t h e  Occupational Safe ty  and Heal th  A c t  of 1970, Publ ic  L a w  91-596. The 
Catalogue of Federal  Domestic Ass is tance  C i t a t i o n  i s  Sec t ion  13 .262 .  
Appl ica t ions  responsive t o  t h i s  program announcement are no t  s u b j e c t  t o  
OMB Circu la r  A-95 Clearinghouse or Health Systems Agency review. 
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The i n i t i a l  review of a p p l i c a t i o n s  responsive t o  t h i s  program announce­
ment w i l l  be  arranged by t h e  Divis ion of Research Grants ,  N I H .  Major 
f a c t o r s  considered i n  eva lua t ing  each a p p l i c a t i o n  include:  

0 	 t r a i n i n g ,  experience,  and research  competence, o r  promise, of 
t h e  a p p l i c a n t ( s )  t o  c a r r y  out  t h e  proposed i n v e s t i g a t i o n s ,  and 
t h e  adequacy of e f f o r t  ( t ime) t o  be devoted t o  t h e  p r o j e c t .  

0 	 t h e  s c i e n t i f i c  m e r i t  of  t h e  proposal :  t h e  ques t ions  proposed 
f o r  s tudy ,  t h e  r e sea rch  design,  t h e  proposed methodology, t h e  
proposed methods f o r  a n a l y s i s  and i n t e r p r e t a t i o n  of da t a .  

0 	 adequacy and s u i t a b i l i t y  of  t h e  e x i s t i n g  and proposed f a c i l i t i e s  
and resources .  

0 	 appropr ia teness  of t h e  requested budget relative t o  t h e  work 
proposed. 

' 0 adequacy of c o l l a b o r a t i v e  arrangement(s) ,  i f  app l i cab le .  

A secondary review process  w i l l  be  conducted by NIOSH.  Fac tors  
considered i n  t h i s  revfew include:  

0 t h e  r e s u l t s  of the i n i t i a l  review; 

0 	 t h e  s i g n i f i c a n c e  of  t h e  proposed research  t o  t h e  r e sea rch  
program of NIOSH. 

0 n a t i o n a l  needs and program balance,  and 

0 po l i cy  and budgetary cons idera t ions .  

Proposals  considered t o  be non-responsive t o  t h e  terms o u t l i n e d  i n  t h i s  
program announcement w i l l  be  appropr i a t e ly  reassigned f o r  review o r  
re turned  t o  t h e  i n v e s t i g a t o r ,  as indica ted .  Returned proposa ls  may be 
revfsed  and resubmitted.  

V. METHOD OF APPLYING 

Appl ica t ions  should be submitted on a form PHS 398 ( S t a t e  and l o c a l  
governments u s e  form PHS 5161-1). Applicat ion k i t s  may be obtained 
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  from t h e  Div is ion  of  Research, 
NIH.  

Care should be taken i n  fol lowing t h e  i n s t r u c t i o n s  included wi th  t h e  
app l i ca t fon  form making c e r t a i n  t o  f u l f  E l l  t h e  p o i n t s  i d e n t i f i e d  under 
t h e  heading "REVIEW CRITERIA." 

W' 
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A n  o r i g i n a l  and s i x  cop ie s  ( o r i g i n a l  and two copies  f o r  S t a t e  and l o c a l  
governments) must be rece ived  no later than: J u l y  1, November 1, and 
March 1, as app l i cab le .  Appl ica t ions  rece ived  a f t e r  t h e  des igna ted  
deadl ine  w i l l  be considered wi th  t h e  a p p l i c a t i o n s  received f o r  t h e  
fol lowing dead l ine ,  Completed a p p l i c a t i o n s  must be s e n t  o r  de l ive red  t o  : 

Appl ica t ion  Receipt 

Divts ion  of Research Grants 

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

Room 240, Westwood Building 

Bethesda, Maryland 20205 


A b r i e f  covering let ter 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  submitted i n  response t o  t h i s  program announcement. A Copy 
of t h i s  coverfng le t te r  along wi th  an  a d d i t i o n a l  copy of t h e  a p p l i c a t i o n  
should be s e n t  t o  t h e  Research Grants Program O f f i c e r  (see below). 

IDENTIFICATION OF CONTACT POINT 

Ques t ions  r e l a t e d  t o  t h i s  announcement should be addressed t o :  

Faye Calhoun . 

Chief ,  Grants and Adminis t ra t ion 


and R e v i e w  Branch 
Nat tonal  I n s t i t u t e  f o r  Occupational 

Sa fe ty  and Heal th  
Room 8-63, Parklawn Building 
5600 F i s h e r s  Lane 
Rockvi l le ,  Maryland 20857 

Telephone: (301) 443-4493 

o r  

M r .  Joseph West 

Grants Management O f f i c e r  

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


Safe ty  and Heal th  
Room 8-29, Parklawn Building 
5600 Fishe r s  Lane 
Rockvi l le ,  Maryland 20857 

Telephone : (301) 443-3122 

-I. 
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PROGRAM PROJECT RESEARCH GRANT 

APPLICATION (PO1 ) SPECIAL DIRECTIVES 

NATIONAL INSTITUTE OF CHILD HEALTH 

AND HUMAN DEVELOPMENT 

The Nat ional  I n s t i t u t e  of Child Heal th  and Human Development (NICHD) 
announces s p e c i a l  d i r e c t i v e s  f o r  i n v e s t i g a t o r s  submit t ing a p p l i c a t i o n s  f o r  
Program P r o j e c t  Research Grants (Pol ' s )  which are l i k e l y  t o  be assigned t o  
NICHD f o r  support .  These d i r e c t i v e s  w i l l  apply t o  a l l  new and renewal 
a p p l i c a t i o n s  submitted f o r  t h e  NIH-DRG a p p l i c a t i o n  r e c e i p t  d a t e ,  
October 1, 1980 and t h e r e a f t e r .  

I. Scope and Sca le  o f  NICHD Program P r o j e c t  Appl ica t ions  

A. 	 To be e l i g i b l e  f o r  award as a program p r o j e c t  a n  approved 
a p p l i c a t i o n  m u s t  con ta in  a minimum of  t h r e e  subpro jec ts .  

B. The t o t a l  d i r e c t  c o s t s  requested f o r  t h e  f irst  year  may n o t  

T I .  

W' 

exceed $350,000. Budget increments f o r  subsequent yea r s  
genera l ly  w i l l  be  l i m i t e d  t o  necessary cost-of- l iving inc reases ,  
i n  l i n e  w i t h  current p o l i c i e s  of t h e  a p p l i c a n t  i n s t i t u t i o n .  
Budgets of a p p l i c a t i o n s  f o r  new and renewal support  w i l l  be  
s t r i n g e n t l y  reviewed wi th in  t h e s e  gu ide l ines .  

P reapp l i ca t fon  Process  

A. Applicants  are encouraged t o  communicate w i t h  NICHD p r i o r  t o  
prepara t ion  and submission of  a formal a p p l i c a t i o n  through 'a  
"letter of in t en t "  submitted by t h e  p rospec t ive  p r i n c i p a l  
i n v e s t i g a t o r .  Th&s le t ter  of i n t e n t  w i l l  assist NICHD staff 
t o  determine if t h e  proposal  f a l l s  w i th in  t h e  mission and r e sea rch  
i n t e r e s t s  of  t h e  I n s t i t u t e  and m e e t s  t h e  cr i ter ia  f o r  a program 
p ro jec t .  It w i l l  a l s o  permit  t h e  a p p l i c a n t  t o  b e n e f i t  from 
consu l t a t ion  wi th  NICHD s t a f f .  

B. 	 The letter of i n t e n t  should provide,  i n  no more than  two s i n g l e  
spaced, t ypewr i t t en  pages, t h e  fol lowing information:  

1. 	 A s ta tement  h igh l igh t ing  t h e  c e n t r a l  theme and o b j e c t i v e s  of 
t h e  proposed program p ro jec t .  

2. 	 A b r i e f  d e s c r i p t i o n  of each subpro jec t  inc luding  t h e  name of 
t h e  P r o j e c t  D i rec to r  and a s ta tement  of how each s p e c i f i c  
subpro jec t  w f l l  c o n t r i b u t e  t o  t h e  o v e r a l l  goal  of t h e  program 
p ro jec t .  

3. 	 Ap estimate of t h e  annual budget and t h e  number of  yea r s  of  
support  reques ted  f o r  t h e  t o t a l  program p r o j e c t  and f o r  each 
subproj ect . 
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4 .  	 Depending on t h e  sub jec t  matter of t h e  proposa l ,  let ters of  
i n t e n t  should be d i r e c t e d  t o :  .'*' 

Direc to r ,  Center f o r  Populat ion Research 
Nat ional  I n s t i t u t e  of Child Heal th  and 

Human Development 
Room 7A-21, Landow Building 
Bethesda, Maryland 20205 

Telephone: (301) 496-5097 

o r  

Acting Di rec to r ,  Center f o r  Research 
f o r  Mothers and Children 

Nat ional  I n s t i t u t e  of Child Heal th  and 
Human Development 

Room 7C-03, Landow Building 
Bethesda, Maryland 20205 

Telephone: (301) 496-5097 

Populat ion r e sea rch  may inc lude  t h e  reproduct ive  sc i ences  and 
t h e  r e l a t e d  s o c i a l  and behaviora l  sc iences .  Research r e l a t e d  
t o  mothers and c h i l d r e n  may inc lude  mental r e t a r d a t i o n ,  human 
l ea rn ing  and behavior ,  pregnancy and per ina to logy ,  c l i n i c a l~-

n u t r i t i o n  and endoctr inology,  g e n e t i c s  and t e ra to logy  , and 
development a1 b io  logy. 

C. 	 Tn response t o  t h e  le t ter  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  
contac ted  promptly by a n  I n s t i t u t e  Heal th  S c i e n t i s t  Adminis t ra tor  
who w f l l  be a v a i l a b l e  f o r  f u r t h e r  consu l t a t ion .  

111. The Applicat ion 

The program p r o j e c t  a p p l i c a t i o n  should be prepared on PHS form 398 and 
i d e n t i f i e d  by typ ing  "PROGRAM PROJECT" a t  t h e  top  of t h e  top of t h e  
f i r s t  page. NIH-DRG r e c e i p t  and review d a t e s  f o r  a program p r o j e c t  
a p p l i c a t i o n  are: 

Applicat ion I n i t i a l  counc il Earliest 
Receipt Dates R e v i e w  R e v i e w  Beginning Dates 

February 1 June September- December 1 
October 

June 1 October- January- A p r i l  1 
November February 

October 1 February -
March 

May J u l y  1 
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Appl ica t ions  should be mailed t o  : 

Division of  Research Grants 
Nat ional  I n s t i t u t e s  of Heal th  
Room 240,  Westwood Building 
5333 Westbard Avenue 
Bethesda, Maryland 20205 

Appl ica t ions  received too l a t e  f o r  one cy lce  of review w i l l  be he ld  
f o r  t h e  next  review cyc le .  A t  t h e  t ime that t h e  formal a p p l i c a t i o n  
is mailed t o  DRG, t h e  app l i can t  is requested t o  inform t h e  Associate  
Di rec tor  f o r  S c i e n t i f i c  Review, NICHD, i n  wr i t i ng ,  that h i s / h e r  program 
p r o j e c t  a p p l i c a t i o n  has  been submitted t o  DRG. The address  is: 

Assoc ia te  Di rec tor  f o r  S c i e n t i f i c  R e v i e w  
Nat ional  I n s t i t u t e  of  Child Heal th  

and Human Development 
Room 7C09, Landow Building 
Bethesda, Maryland 20205 

The s c i e n t i f i c  review of t h e  formal app l i ca t ion  w i l l  be conducted by 
an NICHD i n i t i a l  review group. All communications regarding t h e  
review of the a p p l i c a t i o n  should be addressed t o  t h e  Executive Secre ta ry  
of  t h e  assigned review committee. A p r o j e c t  s i t e  v i s i t  is no t  a prere­
q u i s i t e  for review by t h e  review committee. 

F ina l  review is  provided by t h e  Nat ional  Advisory Child Heal th  and 
Human Development Councfl. 

YS. GOVERNMENT PRINTING OFFICE: 1980 3 1 1 - 2 1 5 / 4  1-3 


