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NOTICES 

HUMAN SUBJECTS CERTIFICATIONS AND VERTEBRATE A N I M A L  VERIFICATIONS I N  
APPLICATIONS FOR NON-COMPETING (TYPE 5 )  C O N T I N U A T I O N  OF PHS GRANT AWARDS 

P .T .  34;  K . W .  1014006, 1014003, 0783005 

N a t i o n a l  I n s t i t u t e s  of  H e a l t h  

I t  h a s  come t o  t h e  a t t e n t i o n  o f  t h e  N I H  Gran t s  P o l i c y  O f f i c e  and t h e  Office 
f o r  P r o t e c t i o n  from Research R i s k s  t h a t  a p p l i c a n t  o r g a n i z a t i o n s  o f t e n  submit  
a p p l i c a t i o n s  f o r  non-competing (Type 5 )  c o n t i n u a t i o n  s u p p o r t  t h a t  a re  mis s ing
t h e  r e q u i r e d  a p p r o v a l s  f o r  involvement of  human s u b j e c t s  and /o r  v e r t e b r a t e  
a n i m a l s .  The PHS 2590 a p p l i c a t i o n  k i t  f o r  non-competing (Type 5 )  c o n t i n u a t i o n  
s u p p o r t  i n s t r u c t s  t h a t  i n  a c t i v i t i e s  i n v o l v i n g  human s u b j e c t s  and/or
v e r t e b r a t e  a n i m a l s ,  t h e  a p p l i c a n t  o r g a n i z a t i o n  is  r e q u i r e d  t o  p r o v i d e  on t h e  
f a c e  page of t h e  a p p l i c a t i o n  t h e  most r e c e n t  d a t e  of  approva l  by t h e  
I n s t i t u t i o n a l  Review Board ( I R B )  and/or  I n s t i t u t i o n a l  Animal Care and Use 
Committee ( I A C U C ) .  T h i s  i n f o r m a t i o n  i s  t o  be p rov ided  a t  t h e  t i m e  of  
a p p l i c a t i o n  submiss ion .  The 60-day g r a c e  p e r i o d ,  a l lowed f o r  competing (Type
1 and 2 )  a p p l i c a t i o n s ,  may n o t  be invoked f o r  noncompeting (Type 5 )
c o n t i n u a t i o n  a p p l i c a t i o n s .  (See r e l a t e d  n o t i c e  i n  t h i s  i s s u e ) .  Furthermore,  
no a p p l i c a t i o n  f o r  c o n t i n u a t i o n  s u p p o r t  may be submi t t ed  u n t i l  t h e  n e c e s s a r y
I R B  c e r t i f i c a t i o n  and /o r  I A C U C  v e r i f i c a t i o n  o f  r ev iew h a s  been o b t a i n e d  (PHS
2590, page 9 ) .  Delay  i n  s u b m i t t i n g  t h e  r e q u i r e d  certification/verification
w i l l  r e s u l t  i n  s u b s t a n t i a l  d e l a y s  i n  t h e  award p r o c e s s .  

U t 

Q u e s t i o n s  conce rn ing  t h i s  n o t i c e  may be a d d r e s s e d  t o  t h e  Gran t s  
Management O f f i c e  of  t h e  N I H  awarding u n i t .  

N I H  G U I D E  - Vol.  2 0 ,  No. 3 0 ,  August 2 ,  1991 - Page 1 



COMMON RULE FOR THE PROTECTION OF HUMAN SUBJECTS 

P.T.  34; K.W. 1014006, 0783005 

N a t i o n a l  I n s t i t u t e s  o f  Hea l th  

The F e d e r a l  P o l i c y  f o r  t h e  P r o t e c t i o n  o f  Human S u b j e c t s  w a s  p u b l i s h e d  i n  t h e  
WJ' F e d e r a l  R e g i s t e r  on June  18,  1991, as a f i n a l  common r u l e  (56CFR28004). The 

common r u l e  a p p l i e s  t o  s i x t e e n  F e d e r a l  depa r tmen t s  and a g e n c i e s  conduc t ing  o r  
s u p p o r t i n g  r e s e a r c h  i n v o l v i n g  human s u b j e c t s .  These i n c l u d e  t h e  Departments
o f  A g r i c u l t u r e ,  Commerce, Defense,  Educa t ion ,  Energy, Hea l th  and Human 
S e r v i c e s ,  Housing and Urban Development, J u s t i c e ,  T r a n s p o r t a t i o n ,  Ve te rans  
A f f a i r s ,  and t h e  Agency f o r  I n t e r n a t i o n a l  Development, C e n t r a l  I n t e l l i g e n c e
Agency, Consumer Product  S a f e t y  Commission, Environmental  P r o t e c t i o n  Agency,
N a t i o n a l  Sc ience  Foundat ion,  and N a t i o n a l  Aeronau t i c s  and Space
A d m i n i s t r a t i o n .  I n  a d d i t i o n ,  t h e  Food and Drug A d m i n i s t r a t i o n  s i m u l t a n e o u s l y
p u b l i s h e d  m o d i f i c a t i o n s  t o  i t s  r e g u l a t i o n s  t o  adop t  p r o v i s i o n s  of  t h e  common 
r u l e .  

P u b l i c a t i o n  of  t h e  common r u l e  implements a 1981 recommendation o f  t h e  former 
P r e s i d e n t ' s  Commission f o r  t h e  Study of  E t h i c a l  Problems i n  Medicine and 
Biomedical and Behav io ra l  Resea rch .  The recommendation c a l l e d  f o r  a uniform 
p o l i c y  governing f e d e r a l l y  conducted o r  suppor t ed  r e s e a r c h  i n v o l v i n g  human 
s u b j e c t s  based on r e g u l a t i o n s  f o r  t h e  p r o t e c t i o n  of  human s u b j e c t s  o f  t h e  
Department of  Hea l th  and Human S e r v i c e s  (HHS). An i n t e r a g e n c y  committee 
developed t h e  F e d e r a l  p o l i c y  under t h e  a u s p i c e s  of  t h e  O f f i c e  o f  S c i e n c e  and 
Technology P o l i c y .  The p o l i c y  w a s  f i r s t  p u b l i s h e d  i n  1986 as  a proposed
%ode1 p o l i c y , "  and t h e n  i n  1988 as a No t i ce  of  Proposed Common Rule Making. 

The common r u l e  p r o v i d e s  f o r  p r o t e c t i o n  mechanisms such as  p r o s p e c t i v e  and 
ongoing review of  r e s e a r c h  by i n s t i t u t i o n a l  review boa rds ,  a s ses smen t  o f  r i s k s  
and b e n e f i t s  o f  r e s e a r c h  t o  human s u b j e c t s ,  a n  informed c o n s e n t  p r o c e s s ,  and a 
system of  i n s t i t u t i o n a l  a s s u r a n c e s  of  compliance w i t h  r e g u l a t o r y  r e q u i r e m e n t s  
t o  p r o t e c t  human s u b j e c t s .  

Implementat ion o f  t h e  common r u l e  on t h e  p a r t  of  t h e  depa r tmen t s  and a g e n c i e s
w i l l  p r o v i d e  wider  a p p l i c a t i o n  o f  r ecogn ized  p r o t e c t i o n s  f o r  r e s e a r c h  s u b j e c t s
and a more c o n s i s t e n t  r e g u l a t o r y  approach f o r  i n s t i t u t i o n s  conduc t ing
F e d e r a l l y  suppor t ed  r e s e a r c h .  

-, 	The common r u l e  is  based on and r e p l a b e s  s u b p a r t  A of  t h e  1981 Department o f  
Hea l th  and Human S e r v i c e s  r e g u l a t i o n s  f o r  t h e  p r o t e c t i o n  o f  human s u b j e c t s  a t  
T i t l e  45 CFR P a r t  46 and is  q u i t e  s i m i l a r  t o  t h o s e  r e g u l a t i o n s .  There are 
some impor t an t  d i f f e r e n c e s ,  however. For example: 

Grace P e r i o d  : 

The common r u l e  does  n o t  e x p l i c i t l y  i n c o r p o r a t e  t h e  r e g u l a t o r y  p r o v i s i o n  t h a t  
i s  a p a r t  o f  t h e  1981 Department of  Hea l th  and Human S e r v i c e s '  r e g u l a t i o n s  f o r  
a "60-day g r a c e  pe r iod"  f o r  M u l t i p l e  P r o j e c t  Assurance I n s t i t u t i o n a l  Review 
Boards ( I R B s )  t o  c e r t i f y  I R B  review and approva l  a f t e r  a r e c e i p t  o f  a n  
application. 


The grace p e r i o d  i s  n o t  meaningful i n  t h e  c o n t e x t  o f  t h e  r ev iew p r o c e s s e s  o f  
o t h e r  depa r tmen t s ;  hence,  it i s  n o t  a p p r o p r i a t e  t o  i n c l u d e  it i n  a common 
r u l e .  The preamble t o  t h e  r u l e  i n d i c a t e s  t h a t  HHS i n t e n d s  t o  r e t a i n  
a d m i n i s t r a t i v e l y  t h e  g r a c e  p e r i o d ,  however. 

I n  r e sponse  t o  t h e  No t i ce  of  Proposed Rule Making, many i n s t i t u t i o n s  ra ised 
conce rns  about  loss of  t h e  g r a c e  p e r i o d .  HHS, which i n c l u d e s  t h e  P u b l i c  
Hea l th  S e r v i c e ,  w i l l  s t i l l  honor t h e  p o l i c y  t h a t  w i t h i n  6 0  days  a f t e r  t h e  d a t e  
o f  submission t o  HHS of  a n  a p p l i c a t i o n  o r  p r o p o s a l ,  a n  i n s t i t u t i o n  w i t h  a n  
approved a s s u r a n c e  cove r ing  t h e  proposed r e s e a r c h  s h a l l  c e r t i f y  t h a t  t h e  
a p p l i c a t i o n  o r  p r o p o s a l  h a s  been reviewed and approved by t h e  I R B ,  e x c e p t
whenever t h e r e  i s  a s p e c i f i c  mandate and a d v i s o r y  t o  do so w i t h i n  a d i f f e r e n t  
t i m e  p e r i o d ,  e . g . ,  f o r  c e r t a i n  HIV- re l a t ed  r e s e a r c h  (see N I H  Guide f o r  Gran t s  
and C o n t r a c t s ,  Vol. 17 ,  No. 13,  A p r i l  8 ,  1998) .  

A s  p rov ided  i n  t h e  r e g u l a t i o n s  a t  T i t l e  45 CFR P a r t  4 6 . 1 0 3 ( f ) ,  i n s t i t u t i o n s  
w i t h o u t  an a s s u r a n c e  on f i l e  t h a t  c o v e r s  t h e  r e s e a r c h  t o  be  conducted s h a l l  
c e r t i f y  t h a t  t h e  a p p l i c a t i o n  o r  p r o p o s a l  h a s  been approved by t h e  I R B  w i t h  30  
d a y s  a f t e r  r e c e i p t  of  a r e q u e s t  f o r  a n  Assurance of  Complicance from t h e  
O f f i c e  f o r  P r o t e c t i o n  from Research R i s k s .  If t h e  c e r t i f i c a t i o n  i s  n o t  
submi t t ed  w i t h i n  t h e s e  t i m e  l i m i t s ,  t h e  a p p l i c a t i o n  o r  p r o p o s a l  may be 

11k.t r e t u r n e d  t o  t h e  i n s t i t u t i o n .  
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The above p e r t a i n s  t o  a p p l i c a t i o n s  f o r  competing awards.  For  in fo rma t ion  
r e g a r d i n g  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  s u p p o r t ,  see o t h e r  n o t i c e  
i n  t h i s  i s s u e .  

Exempt i o n s  : 

The exemptions i n  S e c t i o n  101, a p p l i c a b i l i t y ,  d i f f e r  s l i g h t l y  from t h o s e  i n  
t h e  1981 r e g u l a t i o n s  a t  T i t l e  45 CFR P a r t  46 .  

App l i can t  i n s t i t u t i o n s  shou ld  become famil iar  w i t h  t h e  exemptions and be  
c e r t a i n  t o  c i t e  t h e  c o r r e c t  exemption,  i f  a p p l i c a b l e ,  i n  t h e  PHS 398 P u b l i c  
Hea l th  S e r v i c e  Grant  A p p l i c a t i o n  and i n  o t h e r  documents.  

There  a r e  a d d i t i o n a l  d i f f e r e n c e s  between t h e  1981 HHS r e g u l a t i o n s  and t h e  
common r u l e  w i t h  which r e s e a r c h e r s  and a d m i n i s t r a t o r s  w i l l  want t o  become 

WI 

aware.  


Copies  o f  t h e  common r u l e  have been provided  t o  M u l t i p l e  P r o j e c t 

I n s t i t u t i o n s  and t h e i r  I n s t i t u t i o n a l  Review Boards .  For f u r t h e r  

c o n t a c t ;  


The O f f i c e  �o r  P r o t e c t i o n  from Research  R i s k s  

N a t i o n a l  I n s t i t u t e s  of Hea l th  

B u i l d i n g  31,  Room 5B59 

Bethesda ,  MD 20892 

Telephone:  (301)  496-7005 


NOTICES OF A V A I L A B I L I T Y  (RFPs AND RFAs 1 

SHELF-LIFE E V A L U A T I O N  OF C L I N I C A L  DRUGS 

RFP AVAILABLE: NCI-CM-27721-19 

P.T.  34; K.W. 0740025, 1003008 

N a t i o n a l  Cancer I n s t i t u t e  

Assurance 
in fo rma t ion ,  

The Pharmaceut ica l  Resources  Branch o f  t h e  Developmental  T h e r a p e u t i c s  Program,

D i v i s i o n  o f  Cancer Trea tment ,  N a t i o n a l  Cancer I n s t i t u t e  ( N C I ) ,  i s  s e e k i n g  a 

c o n t r a c t o r  expe r i enced  i n  a n a l y s i s  and e v a l u a t i o n  o f  c l i n i c a l  pha rmaceu t i ca l s  

t o  p rov ide  p r o p e r  s t o r a g e ,  adequa te  t e s t i n g ,  and e v a l u a t i o n  o f  t h e  s h e l f - l i f e  

of  samples  of  i n v e s t i g a t i o n a l  c l i n i c a l  d rug  f o r m u l a t i o n s ,  i n c l u d i n g  bo th  

i n j e c t a b l e  p r o d u c t s  and o r a l  dosage  forms,  and r e p o r t  t h e  r e s u l t s  of  such  

t e s t i n g .  Data provided  i n  t h e s e  r e p o r t s  w i l l  be used f o r  p r o v i d i n g  N C I  and 

i t s  i n v e s t i g a t o r s  w i t h  in fo rma t ion  r e g a r d i n g  t h e  p rope r  s t o r a g e  and hand l ing 

of  v a r i o u s  d rug  p r o d u c t s  under  i n v e s t i g a t i o n ,  f o r  de t e rmin ing  a p p r o p r i a t e 

e x p i r a t i o n  d a t e s  f o r  t h e  p r o d u c t s ,  and t o  s u p p o r t  NCI I n v e s t i g a t i o n a l  N e w  Drug

A p p l i c a t i o n s  ( I N D s )  f i l e s  w i t h  t h e  Food and Drug Admin i s t r a t ion  (FDA) . 

S t o r a g e  and i n s p e c t i o n  of  r e s e r v e  samples  as d e f i n e d  by t h e  FDA Cur ren t  Good 

Manufactur ing P r a c t i c e s  R e g u l a t i o n s  s h a l l  be r e q u i r e d .  The c o n t r a c t o r  w i l l  be 

r e s p o n s i b l e  f o r  v a l i d a t i n g  each  o f  t h e  a n a l y t i c a l  methods i n  conformance w i t h  

FDA requ i remen t s  p r i o r  t o  u s e .  


RFP No. NCI-CM-27721-19 w i l l  be i s s u e d  upon r e q u e s t  t o  Z e t h e r i n e  Gore, 

C o n t r a c t  S p e c i a l i s t ,  on o r  about  J u l y  31,  1991. P r o p o s a l s  w i l l  be due 

approximate ly  45 days  t h e r e a f t e r .  The c o n t r a c t  p e r i o d  i s  f i v e  y e a r s  beg inn ing 

approximate ly  May 1992. The N C I  e x p e c t s  t o  award one c o n t r a c t  from t h i s  

s o l i c i t a t i o n .  


For a copy of RFP NCI-CM-27721-19, send  a stamped, s e l f - a d d r e s s e d  envelope  t o :  


Ms. Z e t h e r i n e  Gore 

C o n t r a c t  S p e c i a l i s t 

Developmental  T h e r a p e u t i c s  Program

D i v i s i o n  of  Cancer Trea tment  

N a t i o n a l  Cancer I n s t i t u t e  

Execut ive  P l a z a  South ,  Room 603 

Bethesda ,  MD 20892 
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O N G O I N G  PROGRAM ANNOUNCEMENTS 

MULTI-INSTITUTIONAL COLLABORATIVE RESEARCH PROJECT 

PA AVAILABLE: PA-91-81 

-’’ P.T.  34; K.W. 0715095, 0715129 

Na t iona l  I n s t i t u t e  o f  Mental  Hea l th  

The Na t iona l  I n s t i t u t e  o f  Mental Hea l th  ( N I M H )  i s  a c c e p t i n g  a p p l i c a t i o n s  f o r  
M u l t i - I n s t i t u t i o n a l  C o l l a b o r a t i v e  Research  P r o j e c t s  ( M I C R P s ) .  These are 
i n v e s t i g a t o r - i n i t i a t e d  and i n v e s t i g a t o r - c o o r d i n a t e d ,  m u l t i - s i t e  p r o j e c t s .  The 
purpose  o f  t h e  MICRP (R10) mechanism i s  t o  f a c i l i t a t e  r e s e a r c h  t h a t  r e q u i r e s
c o l l a b o r a t i o n  between o r  among o r g a n i z a t i o n a l l y  d i s t i n c t  e n t i t i e s  and t h a t  is 
b e s t  c a r r i e d  o u t  i f  t h e  independence of  t h e  i n v e s t i g a t o r s  i s  ma in ta ined ,  wh i l e  
s imul t aneous ly  p r o v i d i n g  a mechanism f o r  c o o r d i n a t i o n  w i t h i n  t h e  o v e r a l l  
p r o j e c t .  Unl ike  t h e  c o o p e r a t i v e  agreement ( U O 1 )  mechanism, t h e  MICRPs w i l l  
n o t  have a Fede ra l  c o l l a b o r a t o r  involved  i n  p l ann ing  o r  conduc t ing  t h e  
r e s e a r c h .  I n  c o n t r a s t  w i th  t h e  t r a d i t i o n a l  r e s e a r c h  p r o j e c t  (Ro l l  award, no 
s u b c o n t r a c t i n g  w i l l  be r e q u i r e d  t o  s u p p o r t  t h e  c o l l a b o r a t i v e  r e s e a r c h  
p r o j e c t s ,  and each  s i t e  w i l l  have a P r i n c i p a l  I n v e s t i g a t o r .  

T h i s  announcement summarizes t h e  g u i d e l i n e s  f o r  t h e  p r e p a r a t i o n ,  r ev iew,  and 
a d m i n i s t r a t i o n  o f  m u l t i - s i t e  c o l l a b o r a t i v e  s t u d i e s  i n  mental  h e a l t h .  
I n t e r e s t e d  p a r t i e s  a r e  encouraged t o  o b t a i n  t h e  Program Announcement (PA) from 
t h e  N I M H  s t a f f  c o n t a c t  l i s t e d  below. A p p l i c a t i o n s  may be submi t t ed  by any
p u b l i c  o r  p r i v a t e ,  n o n - p r o f i t  o r  f o r - p r o f i t ,  o r g a n i z a t i o n ,  i n c l u d i n g  u n i t s  o f  
S t a t e  and l o c a l  governments .  Women and m i n o r i t y  i n v e s t i g a t o r s  a r e  e s p e c i a l l y
encouraged t o  a p p l y .  

S e p a r a t e  a p p l i c a t i o n s  must be  submi t t ed  from each  p a r t i c i p a t i n g  i n s t i t u t i o n ,  
and a p p l i c a n t s  must u se  t h e  form PHS 398 ( r e v i s e d  10 /88) .  A l l  a p p l i c a t i o n s
compr is ing  t h e  MICRP must be  submi t t ed  f o r  t h e  same r e c e i p t  d e a d l i n e  and have 
i d e n t i c a l  t i t l e s .  Complete i t e m  2 o f  t h e  f a c e  page by t y p i n g  t h e  t i t l e  and 
number o f  t h i s  announcement. 

A p p l i c a t i o n s  f o r  N I M H  g r a n t s  and c o o p e r a t i v e  agreements  are r e q u i r e d  t o  
i n c l u d e  bo th  women and m i n o r i t i e s  i n  s t u d y  p o p u l a t i o n s  f o r  c l i n i c a l  r e s e a r c h ,
u n l e s s  compel l ing  s c i e n t i f i c  o r  o t h e r  j u s t i f i c a t i o n  f o r  n o t  i n c l u d i n g  e i t h e r  

.I”women o r  m i n o r i t i e s  i s  p rov ided .  T h i s  requi rement  i s  in t ended  t o  e n s u r e  t h a t  
r e s e a r c h  f i n d i n g s  w i l l  be  of  b e n e f i t  t o  a l l  pe r sons  a t  r i s k  o f  t h e  disease,  
d i s o r d e r ,  o r  c o n d i t i o n  under  s t u d y .  For t h e  purpose o f  t h e s e  p o l i c i e s ,
c l i n i c a l  r e s e a r c h  i n v o l v e s  human s t u d i e s  o f  e t i o l o g y ,  t r e a t m e n t ,  d i a g n o s i s ,
p r e v e n t i o n ,  o r  epidemiology o f  d i s e a s e s ,  d i s o r d e r s ,  o r  c o n d i t i o n s ,  i n c l u d i n g
b u t  n o t  l i m i t e d  t o  c l i n i c a l  t r i a l s ;  and m i n o r i t i e s  i n c l u d e  U.S. r a c i a l / e t h n i c
m i n o r i t y  p o p u l a t i o n s  ( s p e c i f i c a l l y ,  American I n d i a n s  o r  Alaskan N a t i v e s ,
A s i a n / P a c i f i c  I s l a n d e r s ,  Blacks ,  and H i s p a n i c s ) .  N I M H  r e c o g n i z e s  t h a t  it may 
n o t  be f e a s i b l e  o r  a p p r o p r i a t e  i n  a l l  c l i n i c a l  r e s e a r c h  p r o j e c t s  t o  i n c l u d e  
r e p r e s e n t a t i o n  o f  t h e  f u l l  a r r a y  of  U.S. r a c i a l l e t h n i c  m i n o r i t y  p o p u l a t i o n s .
However, a p p l i c a n t s  are urged t o  assess c a r e f u l l y  t h e  f e a s i b i l i t y  of  inc lud ing
t h e  b r o a d e s t  p o s s i b l e  r e p r e s e n t a t i o n  of m i n o r i t y  groups  i n  t h e  p r o j e c t  as a 
whole.  

A p p l i c a t i o n s  shou ld  i n c l u d e  a d e s c r i p t i o n  o f  t h e  composi t ion  o f  t h e  proposed
s t u d y  p o p u l a t i o n  by gender  and r a c i a l l e t h n i c  group,  and t h e  r a t i o n a l e  f o r  t h e  
numbers and k i n d s  o f  peop le  s e l e c t e d  t o  p a r t i c i p a t e .  T h i s  i n f o r m a t i o n  shou ld  
be inc luded  i n  t h e  form PHS 398 i n  S e c t i o n  2 ,  A - D ,  o f  t h e  Research P lan  AND 
summarized i n  S e c t i o n  2 ,  E ,  Human S u b j e c t s .  

A p p l i c a t i o n s  shou ld  i n c o r p o r a t e  i n  t h e i r  s t u d y  d e s i g n  gender  and/or  m i n o r i t y
r e p r e s e n t a t i o n  a p p r o p r i a t e  t o  t h e  s c i e n t i f i c  o b j e c t i v e s  of  t h e  work proposed .
I f  r e p r e s e n t a t i o n  o f  women o r  m i n o r i t i e s  i n  s u f f i c i e n t  numbers t o  pe rmi t  
assessment  o f  d i f f e r e n t i a l  e f f e c t s  i s  n o t  f e a s i b l e  o r  i s  n o t  a p p r o p r i a t e ,  t h e  
r e a s o n s  f o r  t h i s  must be e x p l a i n e d  and j u s t i f i e d .  The r a t i o n a l e  may r e l a t e  t o  
t h e  purpose of  t h e  r e s e a r c h ,  t h e  h e a l t h  of  t h e  s u b j e c t s ,  o r  o t h e r  compel l ing
c i r cums tances  ( e . g . ,  i f  i n  t h e  on ly  s t u d y  p o p u l a t i o n  a v a i l a b l e  t h e r e  i s  a 
d i s p r o p o r t i o n a t e  r e p r e s e n t a t i o n  i n  t e rms  of  age  d i s t r i b u t i o n ,  r i s k  f a c t o r s ,  
i nc idence /p reva lence ,  e t c . ,  o f  one gender  o r  m i n o r i t y / m a j o r i t y  g r o u p ) .  

If t h e  r e q u i r e d  in fo rma t ion  i s  n o t  con ta ined  w i t h i n  t h e  a p p l i c a t i o n ,  t h e  
rev iew w i l l  be d e f e r r e d  u n t i l  it i s  comple te .  P e e r  r e v i e w e r s  w i l l  a d d r e s s  
s p e c i f i c a l l y  whether  t h e  r e s e a r c h  p l a n  i n  t h e  a p p l i c a t i o n  conforms t o  t h e s e  

%H 	 p o l i c i e s .  I f  gender  and/or  m i n o r i t y  representation/justification are judged 
t o  be i n a d e q u a t e ,  r e v i e w e r s  w i l l  c o n s i d e r  t h i s  a s  a d e f i c i e n c y  i n  a s s i g n i n g
t h e  p r i o r i t y  s c o r e  t o  t h e  a p p l i c a t i o n .  
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A l l  a p p l i c a t i o n s / p r o p o s a l s  f o r  c l i n i c a l  r e s e a r c h  are r e q u i r e d  t o  a d d r e s s  t h e s e  

p o l i c i e s .  N I M H  w i l l  n o t  award g r a n t s  t h a t  do n o t  comply w i t h  t h e s e  p o l i c i e s .  


A p p l i c a t i o n s  w i l l  be r e c e i v e d  acco rd ing  t o  t h e  s t a n d a r d  PHS rev iew s c h e d u l e s .  

A l l  a p p l i c a t i o n s  w i l l  be  reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  m e r i t  by an  

i n i t i a l  rev iew group ( I R G ) ,  composed p r i m a r i l y  o f  non-Federa l  s c i e n t i f i c  

e x p e r t s ,  and by t h e  a p p r o p r i a t e  Advisory Counc i l .  By law,  o n l y  p r o j e c t s 

recommended f o r  approva l  by t h e  I R G  and Counci l  may be c o n s i d e r e d  f o r  fund ing .  


Each a p p l i c a t i o n  w i t h i n  t h e  R10 w i l l  be e v a l u a t e d  on t h e  m e r i t  o f  t h e  o v e r a l l  

p r o j e c t  p l a n ,  t h e  mer i t  o f  each  s i t e ' s  i n d i v i d u a l  c o n t r i b u t i o n s ,  and t h e  

r e l a t i o n s h i p  between t h e s e  two a s p e c t s .  The p r i o r i t y  s c o r e  a s s i g n e d  t o  each  

a p p l i c a t i o n  w i l l  be based  on t h e  I R G  e v a l u a t i o n  o f  t h e  mer i t s  o f  t h e  e n t i r e  

p r o j e c t  ( a l l  s i t e s )  proposed f o r  t h e  MICRP a s  w e l l  as t h e  mer i t  o f  t h e  

i n d i v i d u a l  s i tes .  Reviewers may d e c i d e  t h a t  t h e  p r o j e c t  can  be  s u c c e s s f u l l y 

completed as proposed and recommend approva l  w i th  i d e n t i c a l  p r i o r i t y  s c o r e s  

f o r  each  a p p l i c a t i o n .  The I R G  may a l s o  de t e rmine  t h a t  a l l  a p p l i c a t i o n s  w i t h i n  

t h e  proposed MICRP are n o t  e q u a l l y  m e r i t o r i o u s  o r  n e c e s s a r y  t o  accomplish t h e  

g o a l s  . 

Suppor t  may be r e q u e s t e d  f o r  expenses  c l e a r l y  r e l a t e d  and n e c e s s a r y  t o  conduct  

t h e  r e s e a r c h ,  i n c l u d i n g  bo th  d i r e c t  and a l l o w a b l e  i n d i r e c t  c o s t s .  A p p l i c a n t s  

may r e q u e s t  s u p p o r t  f o r  up t o  f i v e  y e a r s .  A competing c o n t i n u a t i o n  ( r enewa l ) 

a p p l i c a t i o n  may be submi t t ed  n e a r  t h e  end of  a g r a n t  p e r i o d  i n  o r d e r  t o  

r e q u e s t  funds  f o r  t h e  c o n t i n u a t i o n  of  t h e  p r o j e c t .  


Because o f  t h e  complex n a t u r e  o f  c o l l a b o r a t i v e  s t u d i e s  and budge t ing 

c o n s t r a i n t s ,  p o t e n t i a l  a p p l i c a n t s  a r e  s t r o n g l y  encouraged t o  seek  in fo rma t ion  

and c o n s u l t a t i o n  from N I M H  s t a f f  members as l i s t e d  i n  t h e  PA. Copies  o f  t h e  

PA a r e  a v a i l a b l e  f rom: 


Anne Cooley 

D i v i s i o n  of Ext ramura l  A c t i v i t i e s  

N a t i o n a l  I n s t i t u t e  o f  Mental  Hea l th  

Parklawn B u i l d i n g ,  Room 9-97 

5600 F i s h e r s  Lane 

R o c k v i l l e ,  MD 20857 

Telephone:  (301)  443-4673 


For f u r t h e r  i n fo rma t ion  on g r a n t s  management i s s u e s ,  c o n t a c t :  


Stephen  J .  Hudak 

Chie f ,  Gran t s  Management S e c t i o n  

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

Parklawn B u i l d i n g ,  Room 7C-23 

5600 F i s h e r s  Lane 

R o c k v i l l e ,  MD 20857 

Telephone:  (301)  443-4596 


T h i s  program i s  d e s c r i b e d  i n  t h e  Ca ta log  of  Fede ra l  Domestic A s s i s t a n c e  No. 

93 .242 .  Awards a r e  made under  a u t h o r i t y  o f  S e c t i o n  301 of  t h e  P u b l i c  Hea l th  

S e r v i c e  A c t  (42  USC 2411, a s  amended. Gran t s  must be a d m i n i s t e r e d  i n  

accordance  wi th  t h e  "PHS Gran t s  P o l i c y  S ta t emen t  ( r e v i s e d  October  1990) ."  


ASSOCIATION OF ARTHRITIS, INFLAMMATORY MUSCLE DISEASES AND OTHER RHEUMATIC 

MANIFESTATIONS WITH H I V  POSITIVITY AND AIDS 


PA: PA-91-82 


P . T .  34; K.W. 0715008, 0715010, 0715026, 0715136 


N a t i o n a l  I n s t i t u t e  of  A r t h r i t i s  and Muscu loske le t a l  and Skin  Diseases 


The A r t h r i t i s  and Muscle Biology Programs o f  t h e  N a t i o n a l  I n s t i t u t e  o f  

A r t h r i t i s  and Muscu loske le t a l  and Sk in  Di seases  i n v i t e  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  t o  s t u d y  a r t h r i t i s  and inf lammatory muscle and o t h e r  rheumat ic  

c o n d i t i o n s  a s s o c i a t e d  wi th  H I V  i n f e c t i o n  and/or  AIDS. T h i s  program 

announcement i s  t o  encourage 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  f o r  b a s i c ,  c l i n i c a l ,  

and ep idemio log ic  r e s e a r c h .  Research mechanisms t o  s u p p o r t  t h e s e  

i n v e s t i g a t i o n s  i n c l u d 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 s  ( R o l l ,  C l i n i c a l  

I n v e s t i g a t o r  Awards ( K o a ) ,  and F i r s t  Independent  Research Suppor t  and 

T r a n s i t i o n  (FIRST) Awards (R29) .  


S e v e r a l  i n v e s t i g a t o r s  have r e p o r t e d  t h e  co -occur rence  of  H I V  a n t i b o d y 

p o s i t i v i t y  o r  f r a n k  AIDS wi th  Rei te r ' s  Syndrome and o t h e r  rheumat i c  d i s o r d e r s  

I t  i s  unknown whether  a c a u s a l  b i o l o g i c a l  connec t ion  e x i s t s  between c e r t a i n  


w r 
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a r t h r i t i d e s  and H I V  i n f e c t i o n  o r  some o f  t h e s e  co -occur rences  are merely
c o i n c i d e n t a l .  

C e r t a i n  a r t h r i t i d e s  and inf lammatory muscle d i s e a s e s  and o t h e r  rheumat i c  
d i s o r d e r s  may be  found more f r e q u e n t l y  i n  HIV-pos i t ive  i n d i v i d u a l s  and AIDS 
p a t i e n t s  t h a n  i n  t h e  g e n e r a l  p o p u l a t i o n ,  acco rd ing  t o  r e p o r t e d  o b s e r v a t i o n s .  
The f r equency ,  spec t rum,  and n a t u r a l  h i s t o r y  o f  t h e s e  c o n d i t i o n s  i n  
HIV-pos i t ive  i n d i v i d u a l s ,  i n c l u d i n g  AIDS c a s e s ,  a r e  unknown. I t  h a s  a l s o  been 
no ted  t h a t  a spectrum o f  d i s e a s e  encompassing Reiter’s syndrome and p s o r i a s i s ,
i n  p a r t i c u l a r ,  a p p e a r s  t o  be more s e v e r e  and i n c r e a s i n g l y  d i f f i c u l t  t o  c o n t r o l  
as s i g n s  o f  immunodeficiency deve lop .  Myos i t i s  may be an  e a r l y  p r e s e n t i n g
f e a t u r e  o f  H I V  i n f e c t i o n ,  and myopathy secondary  t o  z idovudine  t h e r a p y  h a s  
been r e p o r t e d .  

S a f e t y  and e f f i c a c y  of  d r u g s  used  i n  t h e  management o f  a r t h r i t i s ,  inf lammatory
muscle d i s e a s e s ,  and o t h e r  rheumat ic  d i s o r d e r s  have n o t  been f o r m a l l y  a s s e s s e d  
i n  HIV-pos i t ive  i n d i v i d u a l s .  Recent case r e p o r t s  have sugges t ed  t h a t  
immunosuppressive d r u g s ,  p a r t i c u l a r l y  me tho t r exa te ,  used wide ly  a t  p r e s e n t  i n  
t h e  management of  rheumatoid a r t h r i t i s  and p s o r i a t i c  a r t h r i t i s ,  may accelerate 
AIDS i n  HIV- infec ted  i n d i v i d u a l s .  

A p r e v i o u s  program announcement (see N I H  Guide f o r  Gran t s  and C o n t r a c t s ,  Vol.  
17,  No. 12, A p r i l  1, 1988) was p u b l i s h e d  t o  encourage r e s e a r c h  i n  t h i s  area.  
The c u r r e n t  s o l i c i t a t i o n  i s  in t ended  t o  f u r t h e r  s t i m u l a t e  b a s i c ,  c l i n i c a l ,  and 
ep idemio log ic  r e s e a r c h  r e l a t e d  t o  a r t h r i t i s ,  inf lammatory muscle d i s e a s e s ,  and 
o t h e r  rheumat i c  m a n i f e s t a t i o n s  i n  HIV-pos i t ive  i n d i v i d u a l s ,  i n c l u d i n g  t h o s e  
who have AIDS. I n  a d d i t i o n ,  it is  expec ted  t h a t  t h e  i n c r e a s e d  f r equency  o f  
t h e s e  d i s e a s e s  i n  HIV-pos i t ive  i n d i v i d u a l s  w i l l  p rov ide  unusual  o p p o r t u n i t i e s
f o r  r e s e a r c h  on t h e  p a t h o g e n e s i s  and a c c e l e r a t i n g  f a c t o r s  i n  Re i t e r ’ s  
syndrome, m y o s i t i s ,  and o t h e r  rheumat i c  d i s e a s e s  of  u n c e r t a i n  e t i o l o g y .  

Among t h e  broad spectrum o f  b a s i c  r e s e a r c h  p r o j e c t s  encouraged are s t u d i e s  o f  
d i s e a s e  pa thophys io logy  and g e n e t i c s .  C l i n i c a l  s t u d i e s  may i n c l u d e  p r e v e n t i o n
of  morb id i ty  and m o r t a l i t y  o r  a m e l i o r a t i o n  o f  a r t h r i t i s ,  inf lammatory muscle 
d i s e a s e ,  and o t h e r  rheumat i c  c o m p l i c a t i o n s .  Epidemiologic  s t u d i e s  may f o c u s  
on e t i o l o g y ,  r i s k  f a c t o r s  f o r  d i s e a s e  development and s e v e r i t y ,  n a t u r a l  
h i s t o r y  o f  d i s e a s e ,  and p r o g n o s i s  f o r  deve lop ing  d i s e a s e .  T h i s  i n c l u d e s  AIDS 
and a r t h r i t i s ,  inf lammatory myopathy, and o t h e r  rheumat ic  syndromes as w e l l  as 
d e s c r i p t i v e  s t u d i e s  of  i n c i d e n c e ,  p r e v a l e n c e ,  morb id i ty ,  and m o r t a l i t y .  

,,4f 	 I n v e s t i g a t o r s  are encouraged t o  work wi th  e x i s t i n g ,  o r  proposed ,  l o n g i t u d i n a l
d a t a  c o l l e c t i o n  r e s o u r c e s  and c o h o r t s  of  p a t i e n t s .  P o p u l a t i o n s  t h a t  may be 
inc luded  a r e  t h o s e  a t  i n c r e a s e d  r i s k  f o r  H I V  i n f e c t i o n ,  a s  w e l l  as  
HIV-pos i t ive  c o h o r t s  who a r e  c l e a r l y  d e f i n e d  by t h e i r  s o u r c e  o f  exposure .
I n v e s t i g a t o r s  are encouraged t o  use  e x i s t i n g  c o h o r t s ,  such as t h e  M u l t i c e n t e r  
AIDS Cohort  S tudy  (MACS), t h e  H I V  Pulmonary Compl ica t ions  S tudy ,  and t h e  AIDS 
C l i n i c a l  T r i a l s  Group p a t i e n t s .  

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL 
RESEARCH STUDIES 

N I H  and ADAMHA po l i cy  is  that  appl icants  for NIHIADAMHA c l i n i c a l  research 
g r a n t s  and c o o p e r a t i v e  agreements  w i l l  be r e q u i r e d  t o  inc lude  m i n o r i t i e s  and 
women i n  s t u d y  p o p u l a t i o n s  so t h a t  r e s e a r c h  f i n d i n g s  can  be  of b e n e f i t  t o  a l l  
pe r sons  a t  r i s k  o f  t h e  d i s e a s e ,  d i s o r d e r  o r  c o n d i t i o n  under  s t u d y ;  s p e c i a l
emphasis shou ld  be p l aced  on t h e  need f o r  i n c l u s i o n  o f  m i n o r i t i e s  and women i n  
s t u d i e s  o f  d i s e a s e s ,  d i s o r d e r s  and c o n d i t i o n s  which d i s p r o p o r t i o n a t e l y  a f f e c t  
them. T h i s  p o l i c y  is in t ended  t o  app ly  t o  males and f ema les  of  a l l  a g e s .  If 
women o r  m i n o r i t i e s  are exc luded  o r  i n a d e q u a t e l y  r e p r e s e n t e d  i n  c l i n i c a l  
r e s e a r c h ,  p a r t i c u l a r l y  i n  proposed popu la t ion -based  s t u d i e s ,  a c lear  
compel l ing  r a t i o n a l e  shou ld  be p rov ided .  

The composi t ion  o f  t h e  proposed s t u d y  p o p u l a t i o n  must be  d e s c r i b e d  i n  terms o f  
gender  and r a c i a l l e t h n i c  group.  I n  a d d i t i o n ,  gender  and r a c i a l l e t h n i c  i s s u e s  
shou ld  be addres sed  i n  deve lop ing  a r e s e a r c h  d e s i g n  and sample s i z e  
a p p r o p r i a t e  f o r  t h e  s c i e n t i f i c  o b j e c t i v e s  o f  t h e  s t u d y .  T h i s  i n f o r m a t i o n  
shou ld  be inc luded  i n  t h e  form PHS 398 i n  S e c t i o n  2, A - D  o f  t h e  Research P lan  
AND summarized i n  S e c t i o n  2 ,  E ,  Human S u b j e c t s .  A p p l i c a n t s / o f f e r o r s  are urged 
t o  assess c a r e f u l l y  t h e  f e a s i b i l i t y  o f  i n c l u d i n g  t h e  b r o a d e s t  p o s s i b l e
r e p r e s e n t a t i o n  o f  m i n o r i t y  g roups .  However, N I H  r e c o g n i z e s  t h a t  it may n o t  be  
f e a s i b l e  o r  a p p r o p r i a t e  i n  a l l  r e s e a r c h  p r o j e c t s  t o  i n c l u d e  r e p r e s e n t a t i o n  of  
t h e  f u l l  a r r a y  of Uni ted  S t a t e s  r a c i a l l e t h n i c  m i n o r i t y  p o p u l a t i o n s  ( i. e . ,
Na t ive  Americans ( i n c l u d i n g  American I n d i a n s  o r  Alakan N a t i v e s ) ,  A s i a n / P a c i f i c
I s l a n d e r s ,  B lacks ,  H i s p a n i c s ) .  

* u H ’  
The r a t i o n a l e  f o r  s t u d i e s  on s i n g l e  m i n o r i t y  p o p u l a t i o n s  groups  shou ld  be 
p rov ided .  
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For t h e  purpose  o f  t h i s  p o l i c y ,  c l i n i c a l  r e s e a r c h  i n c l u d e s  human b iomedica l  

and b e h a v i o r a l  s t u d i e s  o f  e t i o l o g y ,  epidemiology,  p r e v e n t i o n  (and  p r e v e n t i v e 

s t r a t e g i e s ) ,  d i a g n o s i s ,  o r  t r e a t m e n t  o f  d i s e a s e s ,  d i s o r d e r s  o r  c o n d i t i o n s , 

i n c l u d i n g  b u t  n o t  l i m i t e d  t o  c l i n i c a l  t r i a l s .  


The u s u a l  N I H  p o l i c i e s  conce rn ing  r e s e a r c h  on human s u b j e c t s  a l s o  a p p l y . 

Bas ic  r e s e a r c h  o r  c l i n i c a l  s t u d i e s  i n  which human t i s s u e s  cannot  be i d e n t i f i e d  

o r  l i n k e d  t o  i n d i v i d u a l s  a r e  exc luded .  However, eve ry  e f f o r t  shou ld  be made 

t o  i n c l u d e  human t i s s u e s  from women and r a c i a l l e t h n i c  m i n o r i t i e s  when it i s  

impor t an t  t o  app ly  t h e  r e s u l t s  o f  t h e  s t u d y  b r o a d l y ,  and t h i s  shou ld  be  

addres sed  by a p p l i c a n t s .  


For f o r e i g n  awards,  t h e  p o l i c y  on i n c l u s i o n  o f  women a p p l i e s  f u l l y ;  s i n c e  t h e  

d e f i n i t i o n  o f  m i n o r i t y  d i f f e r s  i n  o t h e r  c o u n t r i e s ,  t h e  a p p l i c a n t  must d i s c u s s  

t h e  r e l e v a n c e  o f  r e s e a r c h  i n v o l v i n g  f o r e i g n  p o p u l a t i o n  groups  t o  t h e  Uni ted  

S t a t e s '  p o p u l a t i o n ,  i n c l u d i n g  m i n o r i t i e s .  


I f  t h e  r e q u i r e d  i n f o r m a t i o n  i s  n o t  c o n t a i n e d  w i t h i n  t h e  a p p l i c a t i o n ,  t h e  

a p p l i c a t i o n  w i l l  be r e t u r n e d .  


Peer  r e v i e w e r s  w i l l  address s p e c i f i c a l l y  whether  t h e  r e s e a r c h  p l a n  i n  t h e  

a p p l i c a t i o n  conforms t o  t h e s e  p o l i c i e s .  If t h e  r e p r e s e n t a t i o n  o f  women or 

m i n o r i t i e s  i n  a s t u d y  d e s i g n  i s  inadequa te  t o  answer t h e  s c i e n t i f i c  

q u e s t i o n ( s 1  addres sed  AND t h e  j u s t i f i c a t i o n  f o r  t h e  s e l e c t e d  s t u d y  p o p u l a t i o n 

i s  inadequa te ,  it w i l l  be  c o n s i d e r e d  a s c i e n t i f i c  weakness o r  d e f i c i e n c y  i n  

t h e  s t u d y  d e s i g n  and w i l l  be r e f l e c t e d  i n  a s s i g n i n g  t h e  p r i o r i t y  s c o r e  t o  t h e  

a p p l i c a t i o n .  


A l l  a p p l i c a t i o n s  f o r  c l i n i c a l  r e s e a r c h  submi t t ed  t o  N I H  are  r e q u i r e d  t o  

a d d r e s s  t h e s e  p o l i c i e s .  N I H  fund ing  components w i l l  n o t  award g r a n t s  o r  

c o o p e r a t i v e  agreements  t h a t  do n o t  comply w i t h  t h e s e  p o l i c i e s .  


ELIGIBILITY 


Nonpro f i t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  governments and t h e i r  a g e n c i e s , 

f o r - p r o f i t  o r g a n i z a t i o n s ,  and i n d i v i d u a l s  are  e l i g i b l e  t o  a p p l y .  Fo re ign 

i n s t i t u t i o n s  a r e  e l i g i b l e  t o  a p p l y .  


APPLICATION PROCEDURES 


A p p l i c a t i o n s  w i l l  be a c c e p t e d  i n  accordance  w i t h  t h e  announced r e c e i p t  d a t e s  

f o r  u n s o l i c i t e d  AIDS R01 and R29 a p p l i c a t i o n s ,  J anua ry  2 ,  May 1 ,  and September 

1 o f  each  y e a r .  AIDS i n v e s t i g a t o r - i n i t i a t e d  a p p l i c a t i o n s  r e c e i v e d  on t h e s e  

d a t e s  by t h e  D i v i s i o n  o f  Research Gran t s  w i l l  undergo e x p e d i t e d  r ev iew.  

A p p l i c a n t s  f o r  t h e  K O 8  award must submit  a p p l i c a t i o n s  t o  meet t h e  r e c e i p t 

d a t e s  l i s t e d  i n  t h e  i n s t r u c t i o n s  f o r  t h a t  mechanism. 


W-

A l l  a p p l i c a t i o n s  must be  submi t t ed  
k i t s  a r e  a v a i l a b l e  i n  t h e  b u s i n e s s  
r e s e a r c h  and academic i n s t i t u t i o n s .  
o b t a i n e d  from t h e  o f f i c e  of  Gran t s  
( D R G ) ,  N I H ,  Westwood B u i l d i n g ,  Room 
496-7441. The p h r a s e ,  "Assoc ia t ion  
and Other  Rheumatic M a n i f e s t a t i o n s  

on form PHS 398 ( r e v .  10 /88 ) .  A p p l i c a t i o n  
o r  g r a n t s  and c o n t r a c t  o f f i c e  a t  most 

A d d i t i o n a l  a p p l i c a t i o n  k i t s  may be 
I n q u i r i e s ,  D i v i s i o n  of  Research Gran t s  

449, Bethesda ,  MD 20892, t e l e p h o n e  (301)
of  A r t h r i t i s ,  Inf lammatory Muscle Diseases 

w i t h  H I V  PA-91-82"P o s i t i v i t y  and AIDS, 
must be typed  a t  i t e m  2 of  t h e  f a c e  page of  t h e  a p p l i c a t i o n  form 398 ( r e v .
10/88) .  The o r i g i n a l  and 24 c o p i e s  f o r  r e c e i p t  d a t e s  o f  an  R01 o r  R29 
a p p l i c a t i o n  submi t t ed  f o r  e x p e d i t e d  rev iew must be s e n t  t o :  

D i v i s i o n  o f  Research  Gran t s  
N a t i o n a l  I n s t i t u t e s  o f  Hea l th  
Westwood B u i l d i n g ,  Room 240 
Bethesda ,  MD 20892** 

REVIEW PROCEDURES AND C R I T E R I A  

A p p l i c a t i o n s  i n  r e s p o n s e  t o  t h i s  s o l i c i t a t i o n  w i l l  be reviewed i n  c o m p e t i t i o n
wi th  o t h e 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  and i n  acco rd  wi th  t h e  e x p e d i t e d  N I H  
p e e r  rev iew p rocedures  f o r  AIDS-re la ted  r e s e a r c h .  To e x p e d i t e  t h e  r ev iew,  
i n v e s t i g a t o r s  must submit  PHS human s u b j e c t  c e r t i f i c a t i o n s  and an imal  
v e r i f i c a t i o n s  w i t h  t h e  a p p l i c a t i o n s .  A p p l i c a t i o n s  w i l l  be rev iewed f i r s t  f o r  
t e c h n i c a l  m e r i t  by i n i t i a l  rev iew groups  and t h e n  by an a p p r o p r i a t e  n a t i o n a l  
a d v i s o r y  c o u n c i l .  The rev iew c r i t e r i a  c u s t o m a r i l y  employed by t h e  N I H  f o r  
r e s e a r c h  g r a n t  a p p l i c a t i o n s  w i l l  p r e v a i l .  

A p p l i c a n t s  from i n s t i t u t i o n s  t h a t  have a Genera l  C l i n i c a l  Research  Cen te r  
( G C R C )  funded by t h e  N I H  N a t i o n a l  Cen te r  f o r  Research Resources  may wish t o  
i d e n t i f y  t h e  GCRC as a r e s o u r c e  f o r  conduc t ing  t h e  proposed r e s e a r c h .  I n  such  
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a case, a l e t t e r  o f  agreement from t h e  Program D i r e c t o r  o f  t h e  GCRC must be 

i nc luded  wi th  t h e  a p p l i c a t i o n  material. 


A l l  PHS and N I H  g r a n t  p o l i c i e s  govern ing  r e s e a r c h  p r o j e c t  g r a n t s  app ly  t o  

a p p l i c a t i o n s  r e c e i v e d  i n  r e sponse  t o  t h i s  program announcement. A p p l i c a t i o n s 

w i l l  be r e f e r r e d  i n  accordance  w i t h  customary p rocedures  of  t h e  DRG.  


For f u r t h e r  i n fo rma t ion  c o n t a c t :  


Lawrence M .  P e t r u c e l l i ,  Ph.D. 

A r t h r i t i s  Program D i r e c t o r  

N a t i o n a l  I n s t i t u t e  of  A r t h r i t i s  and Muscu loske le t a l  and Skin  Diseases 

Westwood B u i l d i n g ,  Room 405 

Bethesda ,  MD 20892 

Telephone:  (301)  496-7326 


Richard  W .  Lymn, Ph.D. 

Muscle Biology Program D i r e c t o r  

N a t i o n a l  I n s t i t u t e  of A r t h r i t i s  and Muscu loske le t a l  and Sk in  Diseases 

Westwood B u i l d i n g ,  Room 403B 

Bethesda ,  MD 20892 

Telephone:  (301)  496-7495 


Reva C .  Lawrence, M.P.H. 

EpidemiologyIData Systems Program O f f i c e r  

Nat iona l  I n s t i t u t e  o f  A r t h r i t i s  and Muscu loske le t a l  and Sk in  Diseases 

B u i l d i n g  31, Room 4C13 

Bethesda ,  MD 20892 

Telephone:  (301)  496-0434 


For a d m i n i s t r a t i v e  and f i sca l  m a t t e r s ,  c o n t a c t  : 


Diane Watson 

Gran t s  Management O f f i c e r  

N a t i o n a l  I n s t i t u t e  of A r t h r i t i s  and Muscu loske le t a l  and Skin  Diseases 

Westwood B u i l d i n g ,  Room 407-A 

Bethesda ,  MD 20892 

Telephone:  (301)  496-7495 


T h i s  program is  d e s c r i b e d  i n  t h e  Ca ta log  o f  Fede ra l  Domestic A s s i s t a n c e  No. 

93.846,  A r t h r i t i s ,  Muscu loske le t a l  and Skin  Di seases  Research .  Awards w i l l  be  

made under  t h e  a u t h o r i t y  of  t h e  P u b l i c  Hea l th  S e r v i c e  Act, T i t l e  111, S e c t i o n  

301 ( P u b l i c  L a w  78-410, a s  amended; 42 USC 241) and a d m i n i s t e r e d  under  PHS 

g r a n t s  p o l i c i e s  and F e d e r a l  Regu la t ions  42 CFR P a r t  52 and 45 CFR P a r t  74.  

T h i s  program i s  n o t  s u b j e c t  t o  t h e  in t e rgove rnmen ta l  rev iew requ i r emen t s  o f  

Execu t ive  Order 12372 o r  Hea l th  Systems Agency r ev iew.  


CANCER THERAPY RESEARCH I N  LUNG CANCER 


PA: PA-91-83 


P . T .  34;  K.W. 0715035, 0715165, 0745045, 0745062, 0740015, 0765012 


N a t i o n a l  Cancer I n s t i t u t e  


A p p l i c a t i o n  Rece ip t  Da tes :  June  1 ,  October  1 ,  February  1 


I .  PURPOSE 

The Na t iona l  Cancer I n s t i t u t e  ( N C I )  s e e k s  g r a n t  a p p l i c a t i o n s  t o  conduct  
t h e r a p e u t i c  s t u d i e s  i n  l u n g  c a n c e r  i n  human s u b j e c t s .  T h i s  Program
Announcement (PA) encompasses a f u l l  r ange  of t h e r a p e u t i c  s t u d i e s  and c l i n i c a l  
t r i a l s  employing s u r g e r y ,  r a d i a t i o n ,  chemotherapies ,  o r  b i o l o g i c  r e sponse
m o d i f i e r s .  The i n t e n t  o f  t h e  announcement is t o  encourage c l i n i c a l  
r e s e a r c h e r s  t o  t r a n s l a t e  new i n s i g h t s  i n  t h e  b io logy  of l ung  cance r  i n t o  
c l i n i c a l  t r i a l s  o f  i n n o v a t i v e  c a n c e r  t h e r a p i e s .  

T h i s  t y p e  of  g r a n t  s o l i c i t a t i o n ,  a Program Announcement, i s  used t o  encourage
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  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  
N C I  . 
HEALTHY PEOPLE 2000 

The P u b l i c  Hea l th  S e r v i c e  (PHS) i s  committed t o  a c h i e v i n g  t h e  h e a l t h  promotion
and d i s e a s e  p r e v e n t i o n  o b j e c t i v e s  of  “Heal thy People  2000,“ a PHS-led n a t i o n a l  
a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas.  T h i s  PA, C l i n i c a l  Cancer Therapy
Research ,  i s  r e l a t e d  t o  t h e  p r i o r i t y  a r e a  o f  c a n c e r .  P o t e n t i a l  a p p l i c a n t s  may 

N I H  G U I D E  - Vol.  20,  No. 3 0 ,  August 2 ,  1991 - Page 8 



o b t a i n  a copy o f  "Healthy People  2000'' ( F u l l  Repor t :  S tock  No. 
017-001-00474-0) o r  "Healthy People  2000" (Summary Repor t :  S tock  No. 
017-001-00473-1) t h r o u g h  t h e  S u p e r i n t e n d e n t  o f  Documents, Government P r i n t i n g
Office,  Washington, D . C .  20402-9325 ( t e l e p h o n e  2021783-3238). 

11. BACKGROUND INFORMATION 

I n  t h e  p a s t  s e v e r a l  y e a r s ,  r e s e a r c h  e f f o r t s  i n t o  u n d e r s t a n d i n g  t h e  b i o l o g y  o f  
l u n g  c a n c e r  have been p r o d u c t i v e .  Labora to ry  a s s o c i a t i o n s  w i t h  b o t h  dominant 
( r a s ,  myc) and s u p p r e s s o r  (p53,  Rb) oncogenes,  growth f a c t o r s  and t h e i r  
r e c e p t o r s  (EGF, HerB/neu),  and r e c u r r e n t  c y t o g e n e t i c  a b n o r m a l i t i e s  (3p
d e l e t i o n )  have been made w i t h  e i t h e r  small c e l l  o r  non-small  c e l l  l u n g  c a n c e r .  
A t  t h e  same t ime,  promising developments have o c c u r r e d  i n  b o t h  p r e - e x i s t i n g  
t r e a t m e n t  m o d a l i t i e s  such as  c y t o t o x i c s  (new combinat ions o f  a g e n t s )  and 
r a d i a t i o n  t h e r a p y  (new t e c h n i q u e s  o f  a d m i n i s t r a t i o n ,  r a d i o s e n s i t i z a t i o n  and 
r a d i o p r o t e c t i o n ) ,  as w e l l  as new approaches  such  as d i f f e r e n t i a t i n g
a g e n t s l r e t i n o i d s ,  b i o l o g i c  r e s p o n s e  m o d i f i e r s ,  and photodynamic t h e r a p y  and 
new d r u g s  ( t a x o l ) .  U n f o r t u n a t e l y ,  n e i t h e r  t h e  b a s i c  n o r  t h e  t h e r a p e u t i c
advances have y e t  t r a n s l a t e d  i n t o  marked improvement i n  t h e  t r e a t m e n t  of  l u n g  
c a n c e r .  T h e r e f o r e ,  it i s  e s s e n t i a l  t o  f a c i l i t a t e  c o l l a b o r a t i o n s  between b a s i c  
s c i e n t i s t s  and c l i n i c a l  i n v e s t i g a t o r s  i n  o r d e r  t o  promote t h e  r a p i d
i n c o r p o r a t i o n  of  promising s c i e n t i f i c  advances i n t o  r e s e a r c h  on a 
w e l l - c h a r a c t e r i z e d  l u n g  c a n c e r  p a t i e n t  p o p u l a t i o n .  

111. RESEARCH GOALS AND SCOPE 

The D i v i s i o n  of  Cancer Treatment  ( D C T )  is  r e q u e s t i n g  q u a l i f i e d  i n v e s t i g a t o r s  
t o  deve lop  r e s e a r c h  g r a n t  ( R o l l  a p p l i c a t i o n s  and F i r s t  Independent  Research 
Support  and T r a n s i t i o n  (FIRST) Award (R29) a p p l i c a t i o n s  i n v o l v i n g  t h e r a p e u t i c
s t u d i e s  of  l u n g  c a n c e r  p a t i e n t s .  S t u d i e s  shou ld  i n v o l v e  human s u b j e c t s  and be 
des igned  t o  u l t i m a t e l y  improve l u n g  c a n c e r  t r e a t m e n t .  The a p p l i c a t i o n s  may
i n c l u d e  s i n g l e  o r  m u l t i - i n s t i t u t i o n a l  ( e . g . ,  c o n s o r t i a ,  c o o p e r a t i v e  g roups )
r e s e a r c h  s t u d i e s  w i t h  a p p r o p r i a t e  b i o l o g i c a l  c o r r e l a t e s  l i n k e d  t o  t h e s e  
s t u d i e s .  N e w  t h e r a p e u t i c  s t u d i e s  m a y  i n v o l v e  d r u g s ,  r a d i a t i o n ,  s u r g e r y ,  or 
b i o l o g i c  r e s p o n s e  m o d i f i e r s ,  a l o n e  o r  i n  combina t ion .  B i o l o g i c a l  c o r r e l a t e  
s t u d i e s  t h a t  have c l i n i c a l  r e l e v a n c e  t o  l u n g  c a n c e r  t h e r a p i e s  are a l s o  
a p p r o p r i a t e .  

Some examples of t h e r a p e u t i c  s t u d i e s  i n c l u d e ,  b u t  a re  n o t  l i m i t e d  t o :  

o immunotherapies based on s u r g i c a l l y  o b t a i n e d  tumor specimens;  
o t h e r a p i e s  w i t h  nove l  mechanisms of  a c t i o n  ( e . g . ,  r e t i n o i d s ) ;  
o 	 new r a d i a t i o n  t h e r a p i e s ,  o r  r a d i a t i o n  m o d i f i e r s ,  t o  enhance ce l l  

k i l l  o r  p r o t e c t  normal t i s s u e s ;  
o 	 b i o l o g i c  r e s p o n s e  m o d i f i e r s  ( e . g . ,  monoclonal a n t i b o d i e s ,

c y t o k i n e s ,  tumor v a c c i n e s )  a l o n e  o r  i n  combinat ion w i t h  o t h e r  
t h e r a p i e s ;  

o s t u d i e s  o f  d rug- o r  r a d i a t i o n - r e s i s t a n c e  and r e v e r s a l ;  
o 	 t h e r a p i e s  aimed a t  i n t e r f e r i n g  w i t h  growth f a c t o r  a c t i o n  ( e . g . ,

su ramin ,  bombesin a n a l o g s ) ;  
o i n n o v a t i v e  s u r g i c a l l y  based m u l t i m o d a l i t y  s t u d i e s .  

Some examples of  b i o l o g i c a l  c o r r e l a t e  s t u d i e s  i n c l u d e :  

o pheno typ ic  o r  g e n o t y p i c  a l t e r a t i o n s  t h a t  appear t o  c o r r e l a t e  w i t h  
t h e  development o f  d rug- o r  r a d i a t i o n - r e s i s t a n c e ;  

o oncogenes,  growth f a c t o r s ,  and s p e c i f i c  a n t i g e n  e x p r e s s i o n  on tumor 
c e l l s ;  

o pha rmacok ine t i c  and pharmacodynamic measurements;  
o b iochemica l  pharmacologic  p a r a m e t e r s ;  
o imaging s t u d i e s  t o  assess e f f i c a c y  o f  t r e a t m e n t .  

A p p l i c a n t s  from i n s t i t u t i o n s  t h a t  have a General  C l i n i c a l  Research C e n t e r  
( G C R C )  funded by t h e  N I H  N a t i o n a l  Cen te r  f o r  Research Resources  may wish t o  
i d e n t i f y  t h e  GCRC as  a r e s o u r c e  f o r  conduc t ing  t h e  proposed r e s e a r c h .  I n  such  
a case, a l e t t e r  of  agreement from e i t h e r  t h e  GCRC program d i r e c t o r  o r  
P r i n c i p a l  I n v e s t i g a t o r  must be  i n c l u d e d  w i t h  t h e  a p p l i c a t i o n .  

I V .  MECHANISM OF SUPPORT 

Support  of  t h i s  program w i l l  be by t h e  r e s e a r c h  p r o j e c t  ( R o l l  and t h e  F i r s t  
Independent  Research Support  and T r a n s i t i o n  (FIRST) Award (R29) .  A p p l i c a n t s
w i l l  be r e s p o n s i b l e  f o r  t h e  p l a n n i n g ,  d i r e c t i o n ,  and e x e c u t i o n  o f  t h e  proposed
p r o j e c t .  A l l  PHS and N I H  g r a n t s  p o l i c i e s  w i l l  a p p l y  t o  a p p l i c a t i o n s  r e c e i v e d  
i n  r e sponse  t o  t h i s  announcement. Domestic a p p l i c a n t s  may r e q u e s t  no more 
t h a n  f i v e  y e a r s  of  s u p p o r t ,  and f o r e i g n  a p p l i c a n t s  may r e q u e s t  no more t h a n  
t h r e e  y e a r s .  A p p l i c a t i o n s  submi t t ed  i n  r e s p o n s e  t o  t h i s  PA w i l l  compete f o r  
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funds  w i t h  a l l  o t h e r  i n v e s t i g a t o r - i n i t i a t e d  a p p l i c a t i o n s .  The award of  g r a n t s
i n  r e sponse  t o  t h i s  PA i s  a l s o  c o n t i n g e n t  upon t h e  a v a i l a b i l i t y  of  f u n d s .  

V .  E L I G I B I L I T Y  REQUIREMENTS 

Non-p ro f i t  and f o r - p r o f i t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  governments and 
t h e i r  a g e n c i e s ,  and o c c a s i o n a l l y  i n d i v i d u a l s  a r e  e l i g i b l e  t o  a p p l y .  Both 

-*' 	 domest ic  and f o r e i g n  a p p l i c a n t s  may a p p l y .  A p p l i c a t i o n s  may be submi t t ed  from 
a s i n g l e  i n s t i t u t i o n  o r  may i n c l u d e  a r rangements  w i th  m u l t i p l e  i n s t i t u t i o n s  
( e . g . ,  c o n s o r t i a ,  c l i n i c a l  c o o p e r a t i v e  group)  i f  a p p r o p r i a t e .  A p p l i c a t i o n s
from m i n o r i t y  i n d i v i d u a l s  and women are encouraged.  

V I .  REVIEW PROCEDURES AND CRITERIA 

A .  REVIEW PROCEDURE 

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 t h e  D i v i s i o n  of Research  Gran t s  
( D R G )  f o r  comple teness .  Incomplete  a p p l i c a t i o n s  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  w i thou t  f u r t h e r  c o n s i d e r a t i o n .  A p p l i c a t i o n s  w i l l  be a s s i g n e d  on t h e  
b a s i s  of  e s t a b l i s h e d  PHS r e f e r r a l  g u i d e l i n e s .  A p p l i c a t i o n s  w i l l  be reviewed 
f o r  s c i e n t i f i c  and t e c h n i c a l  m e r i t  by an a p p r o p r i a t e  p e e r  rev iew group
convened by t h e  D R G .  Fol lowing p e e r  r ev iew,  t h e  a p p l i c a t i o n s  w i l l  r e c e i v e  a 
second- l eve l  review by t h e  a p p r o p r i a t e  n a t i o n a l  adv i so ry  c o u n c i l l b o a r d .  

B .  SPECIAL INSTRUCTIONS TO APPLICANTS R E G A R D I N G  IMPLEMENTATION OF N I H  POLICIES 
CONCERNING INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL RESEARCH STUDY 
POPULATIONS 

N I H  and ADAMHA p o l i c y  i s  t h a t  a p p l i c a n t s  f o r  N I H l A D A M H A  c l i n i c a l  r e s e a r c h  
g r a n t s  and c o o p e r a t i v e  agreements  w i l l  be r e q u i r e d  t o  i n c l u d e  m i n o r i t i e s  and 
women i n  s t u d y  p o p u l a t i o n s  so t h a t  r e s e a r c h  f i n d i n g s  can be o f  b e n e f i t  t o  a l l  
p e r s o n s  a t  r i s k  o f  t h e  d i s e a s e ,  d i s o r d e r  o r  c o n d i t i o n  under  s t u d y ;  s p e c i a l
emphasis  shou ld  be p l aced  on t h e  need f o r  i n c l u s i o n  o f  m i n o r i t i e s  and women i n  
s t u d i e s  of d i s e a s e s ,  d i s o r d e r s  and c o n d i t i o n s  which d i s p r o p o r t i o n a t e l y  a f f e c t  
them. T h i s  p o l i c y  i s  in t ended  t o  app ly  t o  males  and females  of  a l l  a g e s .  I f  
women o r  m i n o r i t i e s  are exc luded  o r  i nadequa te ly  r e p r e s e n t e d  i n  c l i n i c a l  
r e s e a r c h ,  p a r t i c u l a r l y  i n  proposed popu la t ion -based  s t u d i e s ,  a c lear  
compel l ing  r a t i o n a l e  shou ld  be p rov ided .  

The composi t ion  o f  t h e  proposed s t u d y  p o p u l a t i o n  must be d e s c r i b e d  i n  terms o f  
gender  and r a c i a l l e t h n i c  group,  t o g e t h e r  w i t h  a r a t i o n a l e  f o r  i t s  c h o i c e .  I n'& 	 a d d i t i o n ,  gender  and r a c i a l l e t h n i c  i s s u e s  should  be addres sed  i n  deve lop ing  a 
r e s e a r c h  d e s i g n  and sample s i z e  a p p r o p r i a t e  f o r  t h e  s c i e n t i f i c  o b j e c t i v e s  of  
t h e  s t u d y .  T h i s  i n fo rma t ion  should  be  inc luded  i n  t h e  form PHS 398 i n  S e c t i o n  
2 ,  A-D of t h e  Research  P lan  AND summarized i n  S e c t i o n  2 ,  E ,  Human S u b j e c t s .  

A p p l i c a n t s  are urged  t o  a s s e s s  c a r e f u l l y  t h e  f e a s i b i l i t y  of  i n c l u d i n g  t h e  

b r o a d e s t  p o s s i b l e  r e p r e s e n t a t i o n  of  m i n o r i t y  g roups .  However, N I H  r e c o g n i z e s 

t h a t  it may n o t  be f e a s i b l e  o r  a p p r o p r i a t e  i n  a l l  r e s e a r c h  p r o j e c t s  t o  i n c l u d e  

r e p r e s e n t a t i o n  of  t h e  f u l l  a r r a y  of  Uni ted  S t a t e s  r a c i a l l e t h n i c  m i n o r i t y 

p o p u l a t i o n s  ( i . e . ,  Na t ive  Americans ( i n c l u d i n g  American I n d i a n s  o r  Alaskan 

N a t i v e s ) ,  A s i a n I P a c i f i c  I s l a n d e r s ,  B lacks ,  H i s p a n i c s ) .  The r a t i o n a l e  f o r  

s t u d i e s  on s i n g l e  minority p o p u l a t i o n  groups  should  be p rov ided .  


For t h e  purpose  of  t h i s  p o l i c y ,  c l i n i c a l  r e s e a r c h  i n c l u d e s  human b iomedica l  

and b e h a v i o r a l  s t u d i e s  of  e t i o l o g y ,  epidemiology,  p r e v e n t i o n  (and  p r e v e n t i v e 

s t r a t e g i e s ) ,  d i a g n o s i s ,  o r  t r e a t m e n t  of  d i s e a s e s ,  d i s o r d e r s  o r  c o n d i t i o n s , 

i n c l u d i n g  n o t  bu t  l i m i t e d  t o  c l i n i c a l  t r i a l s .  


The u s u a l  N I H  p o l i c i e s  conce rn ing  r e s e a r c h  on human s u b j e c t s  a l s o  a p p l y . 

Bas ic  r e s e a r c h  o r  c l i n i c a l  s t u d i e s  i n  which human t i s s u e s  cannot  be i d e n t i f i e d  

o r  l i n k e d  t o  i n d i v i d u a l s  a r e  exc luded .  However, eve ry  e f f o r t  shou ld  be made 

t o  i n c l u d e  human t i s s u e s  from women and r a c i a l l e t h n i c  m i n o r i t i e s  when it is 

impor tan t  t o  app ly  t h e  r e s u l t s  of  t h e  s t u d y  b r o a d l y ,  and t h i s  shou ld  be 

addres sed  by a p p l i c a n t s .  


For f o r e i g n  awards,  t h e  p o l i c y  on i n c l u s i o n  o f  women a p p l i e s  f u l l y ;  s i n c e  t h e  

d e f i n i t i o n  of  m i n o r i t y  d i f f e r s  i n  o t h e r  c o u n t r i e s ,  t h e  a p p l i c a n t  must d i s c u s s  

t h e  r e l e v a n c e  o f  r e s e a r c h  i n v o l v i n g  f o r e i g n  p o p u l a t i o n  groups  t o  t h e  Uni ted  

S t a t e s '  p o p u l a t i o n s ,  i n c l u d i n g  m i n o r i t i e s .  
- I f  t h e  r e q u i r e d  in fo rma t ion  is  n o t  c o n t a i n e d  w i t h i n  t h e  a p p l i c a t i o n ,  t h e  

a p p l i c a t i o n  w i l l  be r e t u r n e d .  


Peer r e v i e w e r s  w i l l  a d d r e s s  s p e c i f i c a l l y  whether  t h e  r e s e a r c h  p l a n  i n  t h e  

a p p l i c a t i o n  conforms t o  t h e s e  p o l i c i e s .  I f  t h e  r e p r e s e n t a t i o n  of women o r  

m i n o r i t i e s  i n  a s t u d y  d e s i g n  i s  inadequa te  t o  answer t h e  s c i e n t i f i c  

q u e s t i o n ( s 1  addres sed  AND t h e  j u s t i f i c a t i o n  f o r  t h e  s e l e c t e d  s t u d y  p o p u l a t i o n  
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i s  inadequa te ,  it w i l l  be c o n s i d e r e d  a s c i e n t i f i c  weakness o r  d e f i c i e n c y  i n  
t h e  s t u d y  d e s i g n  and w i l l  be r e f l e c t e d  i n  a s s i g n i n g  t h e  p r i o r i t y  s c o r e  t o  t h e  
a p p l i c a t i o n .  

All a p p l i c a t i o n s  f o r  c l i n i c a l  r e s e a r c h  submi t t ed  t o  N I H  are r e q u i r e d  t o  
a d d r e s s  t h e s e  p o l i c i e s .  N I H  fund ing  components w i l l  n o t  award g r a n t s  o r  
c o o p e r a t i v e  agreements  t h a t  do n o t  comply w i t h  t h e s e  p o l i c i e s .  

V I I .  METHOD OF APPLYING 

The 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 ( r e v i s e d  10/88) must be used i n  
a p p l y i n g  f o r  t h e s e  g r a n t s  and w i l l  be a c c e p t e d  a t  t h e  s t a n d a r d  a p p l i c a t i o n
d e a d l i n e s .  These forms a r e  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  b u s i n e s s  o f f i c e s ;  
from t h e  O f f i c e  of  Gran t s  I n q u i r i e s ,  D i v i s i o n  of  Research G r a n t s ,  N a t i o n a l  
I n s t i t u t e s  o f  H e a l t h ,  Room 449, Westwood B u i l d i n g ,  Bethesda,  MD 20892; and 
from t h e  N C I  Program D i r e c t o r  named below. The t i t l e  and number of  t h i s  
announcement must be typed  i n  l i n e  2 on t h e  face page of  t h e  a p p l i c a t i o n .
The typed  o r i g i n a l  a p p l i c a t i o n  and s i x  s i g n e d  e x a c t  s i n g l e - s i d e d  pho tocop ies  
must be submi t t ed  o r  d e l i v e r e d  t o :  

D i v i s i o n  o f  Research Gran t s  
N a t i o n a l  I n s t i t u t e s  o f  H e a l t h  
Westwood B u i l d i n g ,  Room 240 
Bethesda,  MD 20892x* 

I X .  INQUIRIES 

W r i t t e n  o r  t e l e p h o n e  i n q u i r i e s  conce rn ing  t h e  o b j e c t i v e s  and scope  o f  t h i s  PA 
and i n q u i r i e s  abou t  whether o r  n o t  s p e c i f i e d  proposed r e s e a r c h  would be 
r e s p o n s i v e  are encouraged and shou ld  be d i r e c t e d  t o  t h e  Program D i r e c t o r s ,  M s .  
Diane B r o n z e r t  and D r .  Roy Wu, a t  t h e  a d d r e s s  below. The Program D i r e c t o r s  
welcome t h e  o p p o r t u n i t y  t o  c l a r i f y  any i s s u e s  o r  q u e s t i o n s  from p o t e n t i a l
a p p l i c a n t s  . 
For Technical Information: 

Ms. Diane A .  B ronze r t  o r  

D r .  Roy S .  Wu 

Program D i r e c t o r s  

Cancer Therapy E v a l u a t i o n  Program

D i v i s i o n  of  Cancer Treatment  

N a t i o n a l  Cancer I n s t i t u t e  

EPN, Room 734 

Bethesda,  MD 20892 

Telephone: ( 3 0 1 )  496-8866 

FAX: (301) 480-4663 


For Bus iness  I n f o r m a t i o n :  


Ms. Carolyn Mason 

Gran t s  Management S p e c i a l i s t 

N a t i o n a l  Cancer I n s t i t u t e  

EPS, Room 242 

Bethesda ,  MD 20892 

Telephone:  ( 3 0 1 )  496-7800 e x t .  59 


T h i s  program is d e s c r i b e d  i n  t h e  Ca ta log  of F e d e r a l  Domestic A s s i s t a n c e  No 

93.395, Cancer Treatment  Resea rch .  Awards a re  made under  t h e  a u t h o r i z a t i o n  of 

t h e  P u b l i c  Hea l th  S e r v i c e  A c t ,  S e c t i o n s  301, 410, and 411 ( P u b l i c  Law 78-410, 

42 USC 241 as amended, P u b l i c  Law 99-158, 42 USC 285a) and a d m i n i s t e r e d  under  

PHS g r a n t s  p o l i c i e s  and F e d e r a l  R e g u l a t i o n s  a t  42 CFR P a r t  52 and 45 CFR P a r t  

74. T h i s  program i s  n o t  s u b j e c t  t o  t h e  in t e rgove rnmen ta l  r ev iew r e q u i r e m e n t s
of Execu t ive  Order 12372 o r  Hea l th  Systems Agency r ev iew.  

x*THE M A I L I N G  ADDRESS G I V E N  FOR SENDING APPLICATIONS TO THE DIVISION OF 
RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD B U I L D I N G  I S  THE 
CENTRAL M A I L I N G  ADDRESS FOR THE N A T I O N A L  INSTITUTES OF HEALTH. APPLICANTS WHO 
USE EXPRESS M A I L  OR A C O U R I E R  SERVICE A R E  ADVISED 70 FOLLOW THE CARRIER'S 
REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS FOR THE WESTWOOD 
B U I L D I N G  IS :  

5333 Westbard Avenue 
Bethesda,  Maryland 20816 

Y* 
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