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NOTICES 


REVISIONS TO PHS CLAUSES: "PROTECTION OF HUMAN SUBJECTS" AND 
"CARE OF LIVE VERTEBRATE ANIMALS" 

P.T. 34916; K.W. 0201011, 0783005 

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

The May 24 "Federa l  Register" (Vol. 52, No. 58) c o n t a i n s  t h e  f i n a l  r u l e  r e v i s i n g
two PHS c l a u s e s ,  "P ro tec t ion  of  Human Subjec ts"  (PHS 352.280-1) and "Care o f  Live 
Ver t eb ra t e  Animals" (PHS 352.280-2). The changed c l a u s e s  g ive  t h e  Con t rac t ing
Officer t h e  r i g h t ,  upon determining t h a t  a Cont rac tor  is no t  i n  compliance wi th  t h e  
requirements of  each r e s p e c t i v e  c l a u s e ,  t o  immediately suspend work and f u r t h e r  
payments u n t i l  t h e  noncompliance is c o r r e c t e d .  Should t h e  noncompliance remain 
uncorrec ted ,  t h e  Con t rac t ing  Officer may t e r m i n a t e  t h e  c o n t r a c t .  The exac t  wording
of  each added paragraph is set  f o r t h  below: 

PHS 352.280-1, PROTECTION OF HUMAN SUBJECTS 

" ( c )  If a t  any t i m e  du r ing  performance of  t h i s  c o n t r a c t ,  t h e  Con t rac t ing  Officer 
determines,  i n  c o n s u l t a t i o n  wi th  t h e  Of f i ce  f o r  P r o t e c t i o n  from Research Risks  
(OPRR),  Nat iona l  I n s t i t u t e s  o f  Health ( N I H ! ,  t h a t  t h e  Cont rac tor  is  no t  i n  
compliance wi th  any o f  t h e  requi rements  and/or s t anda rds  s t a t e d  i n  paragraphs  (a)
and ( b ) ,  above, t h e  Con t rac t ing  O f f i c e r  may immediately suspend, i n  whole o r  i n  
p a r t ,  work and f u r t h e r  payments under t h i s  c o n t r a c t  u n t i l  t h e  Con t rac to r  c o r r e c t s  
such noncompliance. Notice of  t h e  suspens ion  may be communicated by te lephone  and 
confirmed i n  w r i t i n g .  If t h e  Cont rac tor  f a i l s  t o  complete c o r r e c t i v e  a c t i o n  w i t h i n  
t h e  pe r iod  of  t i m e  de s igna ted  i n  t h e  Con t rac t ing  O f f i c e r ' s  w r i t t e n  n o t i c e  o f  
suspens ion ,  t h e  Con t rac t ing  O f f i c e r  may, i n  c o n s u l t a t i o n  wi th  OPRR, N I H ,  terminate 
t h i s  c o n t r a c t  i n  whole or i n  p a r t ,  and t h e  Con t rac to r ' s  name may be removed from t h e  
l i s t  o f  t h o s e  Con t rac to r s  w i th  approved Heal th  and Human S e r v i c e s  Human Sub jec t
Assurances." 

PHS 352.208-29 CARE OF LIVE VERTEBRATE ANIMALS 

" ( d )  If a t  any t i m e  du r ing  performance o f  t h i s  c o n t r a c t ,  t h e  Con t rac t ing  Officer 
de termines ,  i n  c o n s u l t a t i o n  wi th  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 sks  
(OPRR),  Nat iona l  I n s t i t u t e s  of  Heal th  ( N I H ) ,  t h a t  t h e  Cont rac tor  is n o t  i n  
compliance wi th  any o f  t h e  requi rements  and/or s t a n d a r d s  s t a t e d  i n  paragraphs  ( b )
and ( c ) ,  above, t h e  Con t rac t ing  O f f i c e r  may immediately suspend, i n  whole o r  i n  
p a r t ,  work and f u r t h e r  payments under t h i s  c o n t r a c t  u n t i l  t h e  Con t rac to r  c o r r e c t s  
such noncompliance. Notice of  t h e  suspens ion  may be communicated by te lephone  and 
confirmed i n  w r i t i n g .  If t h e  Cont rac tor  f a i l s  t o  complete c o r r e c t i v e  a c t i o n  w i t h i n  
t h e  pe r iod  o f  t i m e  de s igna ted  i n  t h e  Con t rac t ing  Officer's w r i t t e n  n o t i c e  o f  
suspension, t h e  Con t rac t ing  O f f i c e r  may, i n  c o n s u l t a t i o n  wi th  OPRR, N I H ,  terminate 
t h i s  c o n t r a c t  i n  whole o r  i n  p a r t ,  and t h e  Con t rac to r ' s  name may be removed from t h e  
l i s t  of  t h o s e  Con t rac to r s  wi th  approved Heal th  and Human S e r v i c e s  Human Sub jec t
Assurances." 

AVAILABIL ITY OF F W  OIL TEST MATERIALS 
P.T. 36; K.W. 0780000, 1003016 

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

SUMMARY AND PURPOSE 

There is a growing body of  evidence t h a t  b e n e f i c i a l  effects  may be de r ived  from 
components which e x i s t  i n  seafood o r  f i s h  o i l s  such as t h e  omega-3 po lyunsa tu ra t ed
f a t t y  a c i d s  (PUFA). Proper e v a l u a t i o n  of  such components r e q u i r e s  t h a t  s p e c i f i c
t e s t  m a t e r i a l s  be made a v a i l a b l e  t o  q u a l i f i e d  r e s e a r c h e r s  i n  adequate amounts and o f  
c o n s i s t e n t  q u a l i t y .  

I n  December 1986 a Memorandum o f  Understanding was s igned  by t h e  D i r e c t o r s  o f  t h e  
Nat iona l  I n s t i t u t e s  of  Health and t h e  Alcohol, Drug Abuse, and Mental Heal th  
Adminis t ra t ion  and t h e  Adminis t ra tor  of t h e  Nat iona l  Oceanic and Atmospheric
Adminis t ra t ion ,  Department of Commerce, wherein t h e y  agreed t o  coopera te  on a Fish 
O i l  Test Material Program. Congress had p rev ious ly  a l l o c a t e d  funds  t o  t h e  Na t iona l  
Marine F i s h e r i e s  Se rv ice ,  DOC, i n  o r d e r  t o  provide  f o r  t h e  product ion  of  f i s h  o i l  
t es t  materials. 

% -4 TEST MATERIALS CURRENTLY AVAILABLE - s o f t  g e l  capsu le s  o f t  
o P u r i f i e d ,  s team-s t r ipped  menhaden o i l  
o Commercial p r e p a r a t i o n s  of  o l i v e ,  corn  and sa f f lower  o i l  
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-- 

A l l  c a p s u l e s  are 1 gram, opaque and are packaged, 100 c a p s u l e s  p e r  brown g l a s s 

b o t t l e  (each b o t t l e  with an i n t e r n a l  p l a s t i c  s e a l  under t h e  screw-cap l i d ) ,  12 

b o t t l e s  p e r  shelf-pack,  3 shelf-packs p e r  master case. The f i s h  o i l s  and placebos 

a r e  packaged i d e n t i c a l l y ,  and a r e  c u r r e n t l y  be ing  s t o r e d  a t  5 degrees  C .  To each 

k i l o  of  steam s t r i p p e d  f i s h  o i l J  1 gm o f  Tenox 20A (20% TBHQJ 3%c i t r i c  a c i d ,  3 0 %  

corn  o i l ,  32% g l y c e r o l  monooleate, 15X propylene g l y c o l )  was added p r i o r  t o  

encapsula t ion .  Nitrogen w a s  n o t  used dur ing  t h e  preparat ion/packaging p r o c e s s e s . 

No a n t i o x i d a n t  was added t o  t h e  placebos.  M a t e r i a l s  w i l l  be suppl ied  wi th  a c t u a l  

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


TEST MATERIALS AVAILABLE I N  THE FUTURE: Concentrates  o f  omega-3 f a t t y  a c i d s  from 

menhaden o i l ,  p u r i f i e d  e t h y l  esters o f  e icosapentaenoate  (20:5w3) and 

docosahexaenoate (22:6w3) and s y n t h e t i c  d e u t e r a t e d  f a t t y  a c i d s  are materials planned 

f o r  product  i on .  


INQUIRIES AND APPLICATIONS 


Act ive  i n v e s t i g a t o r s  may apply f o r  a v a i l a b l e  materials t o  be  used f o r  r e l e v a n t  

s t u d i e s  by r e q u e s t i n g  an a p p l i c a t i o n  form from: 


F i s h  O i l  T e s t  Materials Program

N u t r i t i o n  Coordinat ing Committee Office 

Bui ld ing  31, Room 4B63 

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

Bethesda, Maryland 20892 


DATED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

BREAST AND OTHER CANCERS FOLLOWING X-RAYS FOR SCOLIOSIS 

RFP AVAILABLE: NCI-CP-71107-13 

P.T. 34; K.W. 0715035, 0785055, 0404021 

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


The Radia t ion  Epidemiology Branch o f  t h e  Div is ion  o f  Cancer Et io logy ,  Nat iona l  

Cancer I n s t i t u t e ,  Nat iona l  I n s t i t u t e s  o f  Heal th ,  i s  s o l i c i t i n g  proposa ls  from 

q u a l i f i e d  firms t o  provide t h e  necessary r e s o u r c e s  t o  conduct a s tudy  on breast  and 

o t h e r  cancers  fo l lowing  x-rays f o r  s c o l i o s i s .  A f e a s i b i l i t y  s tudy  o f  cancer  

morbidi ty  and m o r t a l i t y  among s c o l i o t i c s  w a s  i n i t i a t e d  i n  1983 a t  f o u r  h o s p i t a l s  i n  

Minneapolis-St.  Paul ,  Minnesota. The o b j e c t i v e s  o f  t h e  f e a s i b i l i t y  s tudy  were t o  

determine i f  medical r e c o r d s  were a v a i l a b l e  f o r  persons diagnosed wi th  s c o l i o s i s  

between 1935 and 1965, t o  e v a l u a t e  t h e  q u a l i t y  of  information conta ined  i n  t h e  

medical r e c o r d s ,  t o  develop and p r e t e s t  a medical record  a b s t r a c t  form, t o  i d e n t i f y 

and t a b u l a t e  t h e  r a d i o l o g i c a l  r e c o r d s  f o r  a l l  d i a g n o s t i c  x-rays t a k e n  dur ing  t h e  

course  o f  monitor ing s c o l i o s i s ,  t o  e s t i m a t e  t h e  r a d i a t i o n  doses  t o  t h e  b r e a s t  u s i n g 

d a t a  from t h e  r a d i a t i o n  r e c o r d s  o r  a c t u a l  f i l m s ,  t o  t race and l o c a t e  p a t i e n t s ,  and 

t o  conduct a mail  q u e s t i o n n a i r e  survey.  The p i l o t  s tudy  w a s  c a r r i e d  o u t  i n  

c o l l a b o r a t i o n  with t h e  S c o l i o s i s  Research S o c i e t y .  


The o b j e c t i v e s  o f  t h i s  compet i t ion are t o  o b t a i n  managerial ,  t e c h n i c a l ,  and c l e r i ca l  

support  s e r v i c e s  f o r  an expanded epidemiologic  followup s tudy  o f  p a t i e n t s  t r e a t e d  

f o r  s c o l i o s i s .  I n  o r d e r  t o  o b t a i n  s u f f i c i e n t  numbers, it w i l l  be necessary  t o  

e n l i s t  s u b j e c t s  from approximately e i g h t  d i f f e r e n t  c e n t e r s  a c r o s s  t h e  United S t a t e s .  

Emphasis s h a l l  be on b r e a s t ?  leukemia, lung  and t h y r o i d  c a n c e r s .  


RFP N O .  NCI-CP-71107-13 w i l l  be a v a i l a b l e  on or about June 10, 1987. Proposa ls 

w i l l  be due approximately 45 days fo l lowing  t h e  a c t u a l  d a t e  o f  RFP i ssuance .  The 

Nat iona l  Cancer I n s t i t u t e  w i l l  cons ider  proposa ls  from a l l  r e s p o n s i b l e  sources .  


Copies o f  t h e  RFP may be obta ined  by sending a w r i t t e n  r e q u e s t  t o :  


Sharon A .  Miller 

Contract  S p e c i a l i s t 

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

Blair  Bui lding,  Room 114 

9000 Rockvi l le  P ike  

Bethesda, Maryland 20892 
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AIRWAY M U C I N :  MOLECULAR BIOLOGY AND REGULATION 

RFA AVAILABLE: 87-HL-16-L 

P .T .  3 4 ;  K.W.  1002004, 1002008, 0705065, 1002019, 1003002, 0710070, 0710100 

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

Appl ica t ion  Rece ip t  Date: November 16, 1987 

The Div is ion  o f  Lung Diseases o f  t h e  Nat iona l  Heart, Lung, and Blood I n s t i t u t e  
i n v i t e s  g r a n t  a p p l i c a t i o n s  t o  be cons idered  i n  a s i n g l e  compet i t ion  f o r  suppor t  of 
molecular b i o l o g i c a l  s t u d i e s  of  airway mucins. The primary o b j e c t i v e  of  t h i s  
s p e c i a l  g r a n t  program is t o  s t i m u l a t e  b a s i c  r e s e a r c h  on t h e  s t r u c t u r e  and 
b i o s y n t h e s i s  of  airway mucins i n  h e a l t h  and d i s e a s e .  

BACKGROUND 

Mucins are carbohydra te  r i c h  p r o t e i n s  which comprise t h e  major p o r t i o n  of t h e  

mucosal l a y e r  l i n i n g  t h e  r e s p i r a t o r y  ep i the l ium.  Mucins provide  t h e  f i r s t  l i n e  o f  

defense  of t h e  lung  from inha led  f o r e i g n  matter through wel l -def ined  f u n c t i o n s  

i nc lud ing  mucoci l ia ry  c l e a r a n c e  and p reven t ion  of  e p i t h e l i a l  d e s i c c a t i o n .  There is  

i nc reased  s y n t h e s i s  and lo r  s e c r e t i o n  of airway mucins dur ing  v a r i o u s  pulmonary

d i s e a s e s  such as  asthma, ch ron ic  b r o n c h i t i s ,  and c y s t i c  f i b r o s i s .  Mucins a s s o c i a t e d  

with  d i s e a s e  may be abnormal both i n  chemical and phys ica l  c h a r a c t e r i s t i c s .  

Molecular b i o l o g i c a l  t echn iques  have g r e a t  p o t e n t i a l  f o r  p rov id ing  f u r t h e r  

unders tanding  o f  t h e  molecular a s p e c t s  o f  r e s p i r a t o r y  mucin s y n t h e s i s  and its 

r e g u l a t i o n  i n  normal and d i seased  lung .  Th i s  in format ion  should e v e n t u a l l y  l e a d  t o  

more e f f e c t i v e  t r ea tmen t  s t r a t e g i e s  f o r  o b s t r u c t i v e  lung  d i s e a s e s .  


OBJECTIVES AND SCOPE 


The o v e r a l l  o b j e c t i v e  o f  t h i s  i n i t i a t i v e  is  t o  gene ra t e  knowledge on t h e  g e n e t i c  and 

biochemical mechanisms c o n t r o l l i n g  airway mucin s t r u c t u r e  and p r o p e r t i e s  i n  h e a l t h  

and d i s e a s e .  App l i ca t ions  a r e  i n v i t e d  f o r  i nnova t ive ,  m u l t i d i s c i p l i n a r y  s t u d i e s , 

combining molecular b io logy  wi th  o t h e r  approaches,  t o  f u r t h e r  unders tanding  o f  t h e  

molecular b io logy  of  airway mucins. Among t h e  d i s c i p l i n e s  and e x p e r t i s e  t h a t  may be 

a p p r o p r i a t e  f o r  t h i s  r e s e a r c h  program a r e  molecular b io logy ,  pulmonary c e l l  b io logy , 

immunology, b iochemis t ry ,  pharmacology, molecular g e n e t i c s ,  and pulmonary medicine.  


MECHANISM OF SUPPORT 


The suppor t  mechanism f o r  t h i s  program w i l l  be t h e  t r a d i t i o n a l ,  i n d i v i d u a l  r e s e a r c h  

g r a n t .  A l l  c u r r e n t  p o l i c i e s  and requi rements  t h a t  govern t h e  r e s e a r c h  g r a n t  

programs o f  t h e  Na t iona l  I n s t i t u t e s  of  Heal th  w i l l  apply  t o  g r a n t s  awarded under 

t h i s  RFA. App l i ca t ions  must be r ece ived  by November 16, 1987. An a p p l i c a t i o n  n o t  

r ece ived  by t h i s  d a t e  w i l l  be cons idered  i n e l i g i b l e .  Awards w i l l  be made t o  f o r e i g n 

i n s t i t u t i o n s  only f o r  r e sea rch  of  very  unusual m e r i t ,  need, and promise, and i n  

accordance wi th  Pub l i c  Heal th  S e r v i c e  p o l i c y  governing such awards. 


REVIEW PROCEDURES 


A l l  a p p l i c a t i o n s  submi t ted  i n  response t o  t h i s  RFA w i l l  be eva lua ted  f o r  s c i e n t i f i c  

and t e c h n i c a l  mer i t  by an i n i t i a l  review group, which w i l l  be convened f o r  t h i s  

purpose,  by t h e  Div i s ion  of Extramural A f f a i r s ,  NHLBI. 


METHOD OF APPLYING 


Prospec t ive  a p p l i c a n t s  are asked t o  submit a l e t te r  of i n t e n t  and inc lude  t h e  names 

of  any o t h e r  p a r t i c i p a t i n g  i n s t i t u t i o n s  o r  i n v e s t i g a t o r s .  T h i s  l e t t e r  should be 

r ece ived  no l a t e r  t h a n  September 15, 1987. Requests f o r  cop ie s  o f  t h i s  announcement 

may be d i r e c t e d  t o :  


J .  S r i  Ram, Ph.D. 

Chief ,  Airways Diseases  Branch 

Div i s ion  of  Lung Diseases ,  NHLBI 

Nat iona l  I n s t i t u t e s  of  Health 

Westwood Bui ld ing ,  Room 6A15 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7332 


The l a b e l  provided wi th  t h e  f u l l  RFA should be a f f i x e d  t o  t h e  bottom of  t h e  face 

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

i n  delayed p rocess ing  and review of t h e  a p p l i c a t i o n .  


\ l b * r *  
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NONTRANSFUSION FORMS OF TREATMENT FOR BLEEDING DISORDERS 


RFA AVAILABLE: 87-HL-20-B 


P.T. 3 4 ;  K.W. 0785070, 1003002, 1002008, 0710100 


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


Appl ica t ion  Receipt  Date: November 16, 1987 


The Blood Diseases Branch o f  t h e  Div is ion  o f  Blood Diseases and Resources, Nat iona l  

Heart, Lung, and Blood I n s t i t u t e  ( N H L B I ) ,  announces t h e  a v a i l a b i l i t y  o f  a Request 

f o r  Appl ica t ions  (RFA) on t h e  above s u b j e c t .  Copies o f  t h e  RFA are c u r r e n t l y 

a v a i l a b l e  from s t a f f  o f  t h e  NHLBI .  


The program w i l l  support  b a s i c  and c l i n i c a l  s t u d i e s  address ing  t h e  development of 

new modes o f  t rea tment  f o r  c o n g e n i t a l  and acquired b leeding  d i s o r d e r s .  S t u d i e s  o f  

t h e  mechanism o f  a c t i o n  of newly-developed products  a s  well  as of products  a l r e a d y 

i n  c l in i ca l  use w i l l  a l s o  be encouraged. I t  i s  expected t h a t  t h e  development o f  new 

t h e r a p i e s  w i l l  inc lude  a broad range o f  approaches r e q u i r i n g  e x p e r t i s e  i n  such areas 

as hematology, biochemistry,  molecular biology and pharmacology. 


Requests f o r  c o p i e s  of t h e  RFA should be  addressed t o :  


Pankaj Ganguly, Ph.D. 

Blood Diseases Branch 

Divis ion  o f  Blood Diseases  and Resources 

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

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

Federa l  Bui lding,  Room 5A12 

Bethesda, Maryland 20892 


The l a b e l  provided wi th  t h e  f u l l  RFA should be a f f i x e d  t o  t h e  bottom of t h e  face page 

of t h e  o r i g i n a l  completed a p p l i c a t i o n .  Failure to use this label could r e s u l t  i n  

delayed process ing  or review o f  t h e  a p p l i c a t i o n .  


WLECULAR SIGNALS I N  THE VASCULATURE I N  HYPFRTENSIOY 


RFA AVAILABLE: NIH-87-HL-21-H 


P.T. 34; K.W. 0715115, 0790005, 1002004, 0760075r 1013004, 1002034 


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


Appl ica t ion  Receipt  Date8 November 16, 1987 


The Hypertension and Kidney Diseases  Branch o f  t h e  Div is ion  o f  Heart  and Vascular 

Diseases, Nat iona l  Heart, Lung, and Blood I n s t i t u t e  ( N H L B I )  announces t h e  

a v a i l a b i l i t y  of a Request for Appl ica t ions  (RFA) on t h e  above s u b j e c t .  Awards w i l l  

be  made f o r  a per iod  up t o  f i v e  y e a r s .  


E s s e n t i a l  hyper tens ion  affects  58 m i l l i o n  Americans and is  a r i s k  f a c t o r  f o r  h e a r t  

a t t a c k  and s t r o k e .  The e t i o l a g y  of hyper tens ion  is  complex and m u l t i f a c t o r i a l ,  b u t  

i n e v i t a b l y  involves  abnormal responses  by c e l l s  o f  t h e  v a s c u l a t u r e .  Recent work on 

c e l l u l a r  s i g n a l  g e n e r a t i o n  and t r a n s d u c t i o n ,  involv ing  second messengers, h a s  

u t i l i z e d  blood v e s s e l s  o r  vasoac t ive  subs tances  o n l y  i n f r e q u e n t l y .  


The p r e s e n t  RFA is  designed t o  encourage r e s e a r c h  on s i g n a l  g e n e r a t i o n  and 

t r a n s d u c t i o n  i n  t h e  plasma membrane and i n t r a c e l l u l a r  compartments of cel ls  of t h e  

v a s c u l a t u r e ,  such as smooth muscle and endothelium, with p a r t i c u l a r  emphasis on 

processes  involved i n  v a s c u l a r  hypertrophy, c o n t r o l  of i on  f l u x e s ,  and t h e  p o s s i b l e 

product ion of membrane a b n o r m a l i t i e s  a s s o c i a t e d  with hyper tens ion .  Such s t u d i e s  are 

l i k e l y  t o  provide i n s i g h t  i n t o  mechanisms l e a d i n g  t o  improved c o n t r o l  or prevent ion 

of hyper tens ion .  


T h i s  announcement may be  o f  p a r t i c u l a r  i n t e r e s t  t o  i n v e s t i g a t o r s  wi th  e x p e r t i s e  i n  

s e v e r a l  b a s i c  d i s c i p l i n e s ,  i n c l u d i n g  molecular and c e l l u l a r  biology,  r e c e p t o r 

bio logy  and biochemistry,  and b iophys ics  and physiology.  Awards i n  response t o  t h i s  

announcement w i l l  be  made t o  f o r e i g n  i n s t i t u t i o n s  only for r e s e a r c h  o f  very  unusual  

m e r i t ,  need, and promise, and i n  accordance wi th  PHS p o l i c y  governing such awards. 


TIMETABLE 


Letter of I n t e n t :  August 1 4 ,  1987 

Appl ica t ion  Receipt Date: November 16, 1987 

Technical  Review: February,  1988 

Advisory Council  Review: May 19-20, 1988 

Award Date: J u l y  1 ,  1988 
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INQUIRIES 


- I n q u i r i e s  concerning t h i s  program and r e q u e s t s  f o r  cop ie s  o f  

t h e  RFA should be addressed t o :  


D r .  David M. Robinson 

Deputy Chief 

Hypertension and Kidney Diseases  Branch 

Divis ion  of  Heart  and Vascular Diseases 

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

Federa l  Bui lding,  Room 4C10 

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

Bethesda, Maryland 20892 

Telephone: (301)  496-1857 


The l a b e l  provided wi th  t h e  f u l l  RFA should be a f f i x e d  t o  t h e  bottom o f  t h e  face 

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

i n  delayed process ing  o r  review of t h e  a p p l i c a t i o n .  


VASCULAR W I N G  I BIOLOGY ANDRHEOLQOICI 
RFA AVAILABLE: 87-HL-18-H 

P.T. 34; K . W .  1002004, 0715040, 0785210, 0785070, 0740070, 0710030 

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

Appl ica t ion  Receipt  Date: November 16,  1987 

The Devices and Technology Branch, D iv i s ion  o f  Heart and Vaacular Diseasea,  Nat iona l  
Heart ,  Lung, and Blood I n s t i t u t e  i n v i t e s  r e sea rch  g ran t  a p p l i c a t i o n s  from 
o rgan iza t ions  which are capable  of c a r r y i n g  out  i n t e r d i s c i p l i n a r y ,  b a s i c  and app l i ed
resea rch  i n t o  t h e  mechanisms of  vascu la r  hea l ing .  The s t u d i e s  should have d i r e c t  
re levance  t o  t h e  c l i n i c a l  problems of  r e s t e n o s i s  fo l lowing  coronary a r t e r y  bypass
g r a f t  (CABG) surgery ,  percutaneous t r ans lumina l  coronary ang iop la s ty  (PTCA), and 
c a r o t i d  endarterectomy, and of  occ lus ion  of  saphenous v e i n  o r  p r o s t h e t i c  vascular 
g r a f t s  fo l lowing  p e r i p h e r a l  a r t e r i a l  r e c o n s t r u c t i v e  su rge ry .  

OBJECTIVES AND SCOPE 
‘-’ The o b j e c t i v e s  of  t h i s  RFA are t o  encourage r e sea rch  i n t o  t h e  r e l a t i v e  c o n t r i b u t i o n s  

of t h e  fo l lowing  t o  t h e  pa tho log ica l  consequences o f  t h e  vascu la r  h e a l i n g  process ,
s p e c i f i c a l l y  vascu la r  s t e n o s i s  and occ lus ion:  1) media tors  and i n h i b i t o r s  o f  
thrombosis and pseudoint imal  hype rp la s i a  which inc lude  p ros t ag land ins  and 
thromboxanes, p lasmat ic  and p l a t e l e t  f a c t o r s  i n  hemostasis ,  complement components,
p l a t e l e t - de r ived  growth f a c t o r  and r e l a t e d  mitogens,  i n t e r l euk in -1 ,  and 
l euko t r i enes ;  2 )  rheo log ic  f a c t o r s ,  i nc lud ing  stasis, r e c i r c u l a t i o n ,  shear  stress,
end mass t r a n s p o r t ;  3) phys ica l  p r o p e r t i e s  o f  t h e  na tu ra l  o r  p r o s t h e t i c  v e s s e l  w a l l  
such as compliance, stress-strain c h a r a c t e r i s t i c s ,  and f o r  p ros theses ,  p o r o s i t y  and 
s u r f a c e  t e x t u r e ;  and 4) t h e  chemical composition of  vascu la r  p ros theses .  

BACKGROUND 

Over 600,000 vascu la r  procedures  were performed i n  t h e  U .  S .  i n  1986. These inc lude  
an e s t ima ted  200,000 CABG procedures ,  225,000 r e c o n s t r u c t i v e  procedures  f o r  
p e r i p h e r a l  vascu la r  d i s e a s e ,  100,000 PTCA procedures ,  and 85,000 c a r o t i d  
endar te rec tomies .  A s i g n i f i c a n t  percentage  o f  t h e s e  procedures  even tua l ly  fa i l ,  due 
t o  thrombosis,  pseudoint imal  hype rp la s i a ,  o r  a t h e r o s c l e r o s i s .  A b e t t e r  
understanding of  t h e s e  processes  is  expected t o  l e a d  t o  improved methods of 
prevent ing  f a i l u r e .  Also t h e  development o f  a small-diameter ( less  t h a n  6mm)
p r o s t h e t i c  vascu la r  g r a f t  which would remain p a t e n t  f o r  a t  l eas t  5 y e a r s  would 
r e p r e s e n t  a major advance. I n  a s i g n i f i c a n t  p ropor t ion  of  p a t i e n t s  r e q u i r i n g  t h e s e  
procedures ,  a s u i t a b l e  saphenous v e i n  f o r  CABG o r  p e r i p h e r a l  a r t e r i a l  r e c o n s t r u c t i o n  
is  not  a v a i l a b l e  and i t s  ha rves t ing  r e q u i r e s  a d d i t i o n a l  t i m e  and d iscomfor t .  The 
i n t e r n a l  mammary a r t e r y  f o r  CABG surgery  is c l e a r l y  p r e f e r a b l e  t o  t h e  saphenous v e i n  
because of  i ts  lower f a i l u r e  ra te ,  bu t  i t s  use  is l i m i t e d  t o  p a t i e n t s  with c e r t a i n  
t y p e s  and l o c a t i o n s  of  coronary a r t e r y  d i s e a s e .  For t h e s e  reasons  a non-occluding
p r o s t h e t i c  g r a f t  would r e p r e s e n t  a major advance. 

ELIGIBILITY 

Applicant  o r g a n i z a t i o n s  are r equ i r ed  t o  have t h e  c a p a c i t y  t o  perform
i n t e r d i s c i p l i n a r y  r e sea rch  on mechanisms of  vascu la r  h e a l i n g  and o f  natural  o r  
p r o s t h e t i c  g r a f t  f a i l u r e :  more than  one of  t h e  fou r  c a t e g o r i e s  o f  i n v e s t i g a t i o n

‘‘Md 	 descr ibed  i n  OBJECTIVES AND SCOPE should be addressed i n  t h e i r  a p p l i c a t i o n .  It is 
not  r equ i r ed  t h a t  t h e  proposed r e sea rch  inc lude  a l l  fou r  areas. 
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APPLICATION SUBMISSION AND REVIEW 


A p o t e n t i a l  a p p l i c a n t  o r g a n i z a t i o n  i s  encouraged, bu t  is not  r equ i r ed ,  t o  c o n s u l t  

with  NHLBI s ta f f  by te lephone  before  submi t t i ng .  The l e t t e r  o f  i n t e n t  is  reques t ed 

by August 14 ,  1987; it w i l l  no t  e n t e r  i n t o  t h e  review o f  an a p p l i c a t i o n  submi t ted  i n  

response  t o  t h i s  RFA. 


I n i t i a l  review of p roposa l s  w i l l  be organized by t h e  Div i s ion  of  Extramural Affairs , 

NHLBI,  wi th  a panel  of  mostly non-federa l ly  employed rev iewers  with e x p e r t i s e  which 

w i l l  i nc lude  c e l l  b io logy ,  rheology and f l u i d  mechanics, su rge ry ,  v a s c u l a r  

physiology, hematology, m a t e r i a l s  s c i e n c e  and s u r f a c e  chemis t ry ,  and b i o s t a t i s t i c s .  

Appl i ca t ions  w i l l  be reviewed i n  compet i t ion  wi th  each o t h e r  on a nationwide b a s i s .  

This  RFA s o l i c i t a t i o n  is a s i n g l e  compet i t ion  and has  one s p e c i f i e d  d e a d l i n e  f o r  

r e c e i p t  o f  a p p l i c a t i o n s .  


MECHANISM OF SUPPORT 


The mechanism of suppor t  for t h i s  program w i l l  be t h e  N I H  i n v e s t i g a t o r - i n i t i a t e d 

r e s e a r c h  g r a n t  ( R o l l .  Awards may be made t o  non-prof i t  and p r o f i t  o r g a n i z a t i o n s . 

An a p p l i c a n t  o r g a n i z a t i o n  may apply  f o r  a pe r iod  o f  suppor t  o f  up to f i v e  y e a r s .  


Contingent upon t h e  cont inued  a v a i l a b i l i t y  o f  funds,  and dependent upon t h e  r e c e i p t 

of a s u f f i c i e n t  number of  a p p l i c a t i o n s  o f  h igh  s c i e n t i f i c  merit, it i s  a n t i c i p a t e d 

t h a t  f i v e  t o  e i g h t  awards w i l l  be made a t  an annual t o t a l  c o s t  o f  approximately 

$1,500,000 ( d i r e c t  p l u s  i n d i r e c t  c o s t s ) .  


INQUIRIES 


Requests f o r  c o p i e s  o f  t h e  RFA i n  i t s  expanded form, and c o n s u l t a t i o n  p r i o r  t o  

submi t t ing ,  should be d i r e c t e d  t o :  


Paul Didisheim, M .D . 

Devices and Technology Branch 

Div i s ion  of Heart and Vascular Diseases 

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

Federa l  Bui ld ing ,  Room 312 

Bethesda, Maryland 20892 

Telephone: (301)  496-1586 


The l a b e l  provided wi th  t h e  f u l l  RFA should be a f f i x e d  t o  t h e  bottom o f  t h e  face 

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

i n  delayed p rocess ing  and review o f  t h e  a p p l i c a t i o n .  


INACTIVATION OF HUMAN IMMUNODEFICIENCY VIRUS ( H I V )  AND OTHER 

TRANSFUSION-TRANSMITTED VIRUSES I N  BLOOD AND BLOOD COMPONENTS 


RFA AVAILABLE: 87-HL-19-B 


P.T. 34; K.W. 1002045, 0750010, 0715120 


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


Appl i ca t ion  Rece ip t  Date: November 16, 1987 


The Blood Resources Branch o f  t h e  Div i s ion  of  Blood Diseases  and Resources, Nat iona l  

Heart, Lung, and Blood I n s t i t u t e  ( N H L B I )  announces t h e  a v a i l a b i l i t y  of  a Request for 

Appl i ca t ions  (RFA) on t h e  above s u b j e c t .  Copies o f  t h e  RFA, NIH-87-HL-19-B, may be 

ob ta ined  from s ta f f  o f  t h e  NHLBI .  


The program w i l l  encourage b a s i c  and a p p l i e d  r e s e a r c h  on t h e  development and 

e v a l u a t i o n  of  procedures  t o  remove or d e s t r o y  t h e  i n f e c t i v i t y  o f  H I V  and/or o t h e r  

t r a n s f u s i o n - t r a n s m i t t e d  v i r u s e s  i n  blood and blood components whi le  main ta in ing  t h e  

t h e r a p e u t i c  e f f e c t i v e n e s s  of  t h e s e  p r e p a r a t i o n s .  The emergence o f  t h e  AIDS epidemic 

has  underscored t h e  s e r i o u s  and urgent  need t o  develop e f f e c t i v e  means of  r ende r ing 

blood and blood components s a f e  f o r  t r a n s f u s i o n .  Procedures t h a t  are developed 

should be simple,  inexpens ive  and capable  of  being used i n  blood banks and blood 

c e n t e r s .  


Request f o r  c o p i e s  o f  t h e  RFA should be addressed  t o :  


Luiz H .  Barbosa, D.V.M. 

Blood Resources Branch, DBDR 

Federa l  Bui ld ing ,  Room 5 0 4  

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

Bethesda, Maryland 20892 

Telephone: (301) 496-1537 


-


s c  
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The l a b e l  provided wi th  t h e  f u l l  RFA should be a f f i x e d  t o  t h e  bottom o f  t h e  face 
page of  t h e  o r i g i n a l  completed a p p l i c a t i o n .  F a i l u r e  t o  u s e  t h i s  l a b e l  could  r e s u l t  
i n  delayed p rocess ing  and review of  t h e  a p p l i c a t i o n .  

EVALUATING ALCOHOL AND COCAINE TREATMENTS AND SETTINGS 
'u-4' RFA AVAILABLE: AA-87-03 

P.T. 34;  K.W. 0404009, 0404003, 0415000, 0403004 

Nat iona l  I n s t i t u t e  on Alcohol Abuse and Alcoholism 
Nat iona l  I n s t i t u t e  on Drug Abuse 

App l i ca t ion  Rece ip t  Date: October 15,  1987 

BACKGROUND 

Curren t  r e s e a r c h  s t r o n g l y  sugges t s  t h a t  chemical dependencies are n o t  unidimensional 
syndromes; r a t h e r  t h e r e  appear t o  be q u a l i t a t i v e l y  and q u a n t i t a t i v e l y  d i f f e r e n t  
t y p e s  o f  a l coho l  and drug dependent pe r sons .  I t  i s  ev iden t  t h a t  f o r  t h e  effect ive 
t r ea tmen t  of  a l coho l  dependent persons ,  coca ine  u s e r s ,  and persons  who use  both  
subs t ances ,  development o f  a b a s i s  f o r  c a r e f u l  matching of  t h e  t y p e  and s e v e r i t y  of 
t h e  dependency and t h e  t y p e  of  t r ea tmen t  regimen and environment is  a necessa ry  next  
s t e p  i n  t r ea tmen t  assessment r e s e a r c h .  

RESEARCH GOALS AND SCOPE 

This  announcement seeks  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  compare t h e  t r ea tmen t  
e f f i c a c y  of  r e s i d e n t i a l  o r  i n p a t i e n t  v s .  o u t p a t i e n t  s e t t i n g s  f o r  one o r  more of  t h e  
fo l lowing  c a t e g o r i e s  of  chemically dependent persons :  ( a )  persons  who meet a 
primary d i a g n o s i s  o f  a l coho l  dependence wi th  no o t h e r  c l i n i c a l l y  s i g n i f i c a n t  drug
abuse,  ( b )  persons  wi th  a primary d i agnos i s  o f  coca ine  dependence [may inc lude  
c rack ] ,  wi th  no o t h e r  c l i n i c a l l y  s i g n i f i c a n t  drug abuse, and ( c )  persons  who 
p r i m a r i l y  use labuse  both  a l coho l  and coca ine  a t  dependence-producing l e v e l s  wi th  no 
o t h e r  c l i n i c a l l y  s i g n i f i c a n t  abuse of  d rugs .  Proposa ls  may addres s  one or more o f  
t h e s e  t h r e e  c a t e g o r i e s  of  chemica l ly  dependent persons ,  bu t  must addres s  a 
comparison between i n p a t i e n t  o r  r e s i d e n t i a l  v s .  o u t p a t i e n t  s e t t i n g s  i n  which 
equ iva len t  t r ea tmen t  regimens are o f f e r e d .  

It is t h e  i n t e n t  o f  t h e  Nat iona l  I n s t i t u t e  on Alcohol Abuse and Alcoholism ( N I A A A )
uJ 	 and t h e  Nat iona l  I n s t i t u t e  on Drug Abuse ( N I D A )  t o  suppor t  s t u d i e s  e v a l u a t i n g  and 

comparing t h e  t r ea tmen t  e f f i c a c y  of  r e s i d e n t i a l  o r  i n p a t i e n t  v s .  o u t p a t i e n t  s e t t i n g s  
among commonly used t r ea tmen t  regimens a t  one o r  more f a c i l i t i e s .  T h i s  announcement 
i s  no t  f o r  t h e  purpose o f  developing new t r ea tmen t  regimens o r  a s s e s s i n g  t h e  
e f f i c i e n c y  of  a p a r t i c u l a r  f a c i l i t y  p e r  se. The primary aim o f  r e s e a r c h  p r o j e c t s
sought under t h i s  announcement is  t o  s tudy  t h e  c a r e f u l  matching o f  t h e  type  and 
s e v e r i t y  of  subs tance  dependency wi th  t h e  type  of  t r ea tmen t  regimen and s e t t i n g .  

ELIGIBILITY 

App l i ca t ions  may be submi t ted  by p u b l i c  or 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 s  such as u n i v e r s i t i e s ,  c o l l e g e s ,  h o s p i t a l s ,  l a b o r a t o r i e s ,  u n i t s  of 

S t a t e  o r  l o c a l  governments, and e l i g i b l e  agenc ie s  o f  t h e  Fede ra l  Government. Women 

and minor i ty  i n v e s t i g a t o r s  a r e  encouraged t o  app ly .  App l i ca t ions  are e s p e c i a l l y 

encouraged from S t a t e  governments w i th  r e s e a r c h  u n i t s  and/or S t a t e  governments

c o l l a b o r a t i n g  wi th  un ive r s i ty -based  r e s e a r c h  u n i t s .  


APPLICATION PROCESS e 


P o t e n t i a l  a p p l i c a n t s  may o b t a i n  a more d e t a i l e d  RFA by c o n t a c t i n g :  


Nat iona l  Clearinghouse f o r  Alcohol Informat ion  

Box 2345 

Rockvi l le ,  Maryland 20852 

Telephone: ( 3 0 1 )  468-2600 


S t a t e  and l o c a l  government agenc ie s  should use  form PHS 5161-1 (Rev. 3 / 8 6 ) .  A l l  

o t h e r  a p p l i c a n t s  should use t h 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  form PHS 398 .  The t i t l e  

o f  t h i s  announcement "EVALUATING ALCOHOL AND COCAINE TREATMENTS AND SETTINGS" 

AA-87-03 should be typed i n  i t e m  number 2 on t h e  f a c e  page o f  t h e  PHS 398 

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


The l a b e l  provided wi th  t h e  f u l l  RFA s h o u l d ' b e  a f f i x e d  t o  t h e  bottom of  t h e  face 
page of  t h e  o r i g i n a l  completed a p p l i c a t i o n .  F a i l u r e  t o  u s e  t h i s  l a b e l  could  r e s u l t  

u-*' i n  delayed p rocess ing  and review of  t h e  a p p l i c a t i o n .  
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Appl i ca t ion  k i t s  con ta in ing  t h e  necessary  forms and i n s t r u c t i o n s  may be obta ined  
from bus iness  o f f i c e s  o r  o f f i c e s  of  sponsored r e s e a r c h  a t  most u n i v e r s i t i e s ,
co l leges . ,  medical s choo l s ,  and o t h e r  major r e s e a r c h  f a c i l i t i e s  o r  from: 

Nat iona l  Clear inshouse  f o r  Alcohol Informat ion-
Box 2345 
Rockvi l le ,  Maryland 20852 
Telephoner (301)  468-2600 

o Letter o f  I n t e n t  and Fur the r  Information 

App l i ca t ions  w i l l  undergo expedi ted  review procedures .  A s  a n o t i c e  o f  i n t e n t  t o  
apply ,  o r  f o r  f u r t h e r  in format ion ,  it is sugges ted  t h a t  p rospec t ive  a p p l i c a n t s  c a l l  
e i t h e r  D r .  T i m s  a t  N I D A  (301/443-4060) o r  D r .  L e t t i e r i  a t  N I A A A  (301/443-4223) o r  
send a "Letter o f  I n t e n t "  ( a  b r i e f  l e t t e r  i n d i c a t i n g  t h e i r  i n t e n t i o n  t o  submit an 
a p p l i c a t i o n  f o r  t h e  October 15, 1987 submission d e a d l i n e )  t o  t h e  N I A A A ,  Of f i ce  of  
S c i e n t i f i c  Affairs a t  t h e  addres s  g iven  below. I t  would be h e l p f u l  i f  t h e s e  ca l l s  
o r  l e t t e r s  were r ece ived  p r i o r  t o  September 15, 1987. 

o Completed Grant App l i ca t ion  

The completed g r a n t  a p p l i c a t i o n  should be submi t ted  by October 15, 1987. The s igned 

o r i g i n a l  and f o u r  ( 4 )  permanent l e g i b l e  cop ie s  o f  t h e  completed a p p l i c a t i o n 

( o r i g i n a l  and two cop ies ,  i f  u s ing  form PHS 5161-1) should be s e n t  t o :  


Appl i ca t ion  Rece ip t  O f f  i c e  

Div i s ion  of  Research Grants 

Westwood Bui ld ing ,  Room 240 

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

Bethesda, Maryland 20892XX 


To assis t  i n  t h e  expedi ted  review, two ( 2 )  c o p i e s  of  t h e  a p p l i c a t i o n  should be sen t  

by October 15, 1987 d i r e c t l y  t o t  


Nat iona l  I n s t i t u t e  on Alcohol Abuse and Alcoholism 

Office of S c i e n t i f i c  Affairs  

5600 F i s h e r s  Lane, Room 16-C-20 

Rockvi l le ,  Maryland 20857 


REVIEW PROCESS 


Appl i ca t ions  r ece ived  under t h i s  announcement w i l l  be reviewed f o r  s c i e n t i f i c  and Ift 


t e c h n i c a l  mer i t  by an  i n i t i a l  review group convened by N I A A A  o r  N I D A .  Review 

c r i t e r i a  inc lude  s i g n i f i c a n c e  and o r i g i n a l i t y  from a s c i e n t i f i c  o r  t e c h n i c a l  

s t andpo in t  o f  t h e  g o a l s  of  t h e  proposed r e sea rch ;  adequacy of  t h e  methodology

proposed t o  c a r r y  ou t  t h e  r e sea rch ;  f e a s i b i l i t y  o f  t h e  proposed r e sea rch ; 

q u a l i f i c a t i o n s  and r e s e a r c h  exper ience  o f  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 o t h e r  key

personnel ;  a v a i l a b i l i t y  of adequate f a c i l i t i e s ,  o t h e r  r e sources ,  and c o l l a b o r a t i v e  

arrangements necessary  f o r  t h e  r e sea rch ;  appropr i a t eness  o f  budget e s t i m a t e s  f o r  t h e  

proposed r e s e a r c h  a c t i v i t i e s ;  and adequacy o f  p r o v i s 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  and t h e  we l fa re  of  animal s u b j e c t s ,  as a p p l i c a b l e .  N o t i f i c a t i o n  of  t h e  

review recommendations w i l l  be s e n t  t o  t h e  a p p l i c a n t  a f t e r  t h e  i n i t i a l  review. 

Appl i ca t ions  w i l l  r e c e i v e  a second-level review f o r  m e r i t ,  p o l i c y ,  and program

r e l evance  by t h e  Nat iona l  Advisory Council on Alcohol Abuse and Alcoholism o r  t h e  

Nat iona l  Advisory Council on Drug Abuse. 


Alcohol and drug abuse r e s e a r c h  g r a n t s  are desc r ibed  i n  t h e  Cata log  of  Federa l  

Domestic Ass i s t ance  No. 13.273 and 13.279.  Grant awards a r e  made under -;he

a u t h o r i t y  o f  S e c t i o n s  301, 510, and 515 o f  t h e  Pub l i c  Health Se rv ice  A c t  (42USC 241,

290bb and 2 9 0 c c ) .  Appl i ca t ions  submi t ted  i n  response  t o  t h i s  announcement are no t  

s u b j e c t  t o  t h e  in te rgovernmenta l  review requi rements  of  Executive Order 12372, as 

implemented through Department of  Heal th  and Human Se rv ice  r e g u l a t i o n s  a t  45 CFR 

Par t  100, 


APPLICATION RECEIPT AND REVIEW SCHEDULE 


Letter of  I n t e n t  September 15, 1987 

Receip t  o f  App l i ca t ion  October 15, 1987 

I n i t i a l  S c i e n t  i f  ic/Mer it Review January  1988 

Advisory Council Review February 1988 

Ear l ies t  Award Date February 1988 


AVAILABILITY OF FUNDS 

App l i ca t ions  submi t ted  i n  response  t o  t h i s  announcement w i l l  compete f o r
approximately $ 2 . 3  m i l l i o n  i n  new g r a n t  money t h a t  has  been made a v a i l a b l e  f o r  t h i s  "e8 

purpose i n  FY 1988 by Sec t ion  1923 of  t h e  Pub l i c  Health Se rv ice  A c t ,  which was added 
by t h e  "Anti-Drug Abuse A c t "  o f  1986. The s i z e  and number o f  p o s s i b l e  awards w i l l  
depend on t h e  complexity o f  t h e  p r o j e c t s  proposed and s e l e c t e d  f o r  funding .
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It should be noted t h a t  r e s e a r c h  e v a l u a t i n a  a l c o h o l  and drug t r ea tmen t  is a n  ongoing
p r i o r i t y  wi th in  t h e  r e g u l a r  r e s e a r c h  g r a n t  programs o f  t h e  N I A A A  and t h e  N I D A .  
Consequently, a p p l i c a t i o n s  o f  h igh  s c i e n t i t i c  merit which cannot be funded under 
t h i s  announcement could  be cons idered  for funding under t h e  I n s t i t u t e s '  r e g u l a r
r e s e a r c h  g r a n t  programs. Also, f u t u r e  a p p l i c a t i o n s  of  t h i s  t y p e  are encouraged
under t h e  r e g u l a r  programs. 

O N G O I N G  PROGRAM ANNOUNCEMENTS (PAS) 

COMPUTER-BASED REPRESENTATION AND ANALYSIS OF 
POLECULAR BIOLOGY DATA (PA) 

P.T. 3 4 ;  K.W. 1002008 ,  1004000 ,  1004005 ,  1004008 ,  1004017 ,  0 7 9 0 0 1 0 ,  0760070 

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

T h i s  announcement is complementary t o  t h e  announcement, " N e w  Approaches t o  t h e  
Ana lys i s  of Complex Genomes," publ i shed  i n  t h i s  i s s u e .  I n t e r e s t e d  a p p l i c a n t s  may
wish t o  cons ide r  bo th  announcements as t h e y  p l a n  p r o j e c t s .  

INTRODUCTION 

The Nat iona l  I n s t i t u t e s  of  Health ( N I H )  i n v i t e s  g r a n t  a p p l i c a t i o n s  from 
i n v e s t i g a t o r s  who are i n t e r e s t e d  i n  t h e  computer and informat ion  science a s p e c t s  of 
molecular b io logy  d a t a  management and a n a l y s i s .  The long  term g o a l  o f  t h i s  
i n i t i a t i v e  is  t o  promote h igh  q u a l i t y  r e s e a r c h  t h a t  h a s  va lue  for f u r t h e r i n g  our  
unders tanding  o f  s t r u c t u r e / f u n c t i o n  r e l a t i o n s h i p s  i n  n u c l e i c  a c i d s ,  p r o t e i n s ,  and 
o t h e r  b i o l o g i c a l l y  important molecules,  i n  o r d e r  t o  h e l p  p reven t ,  diagnose,  and 
t r e a t  human d i s o r d e r s .  Although no s p e c i a l  pool of  funds  has  been set  a s i d e ,  t h e  
N I H  is committed t o  suppor t  o f  compe t i t i ve  r e s e a r c h  programs t h a t  f u r t h e r  t h e s e  
o b j e c t i v e s .  

BACKGROUND 

The appearance o f  new exper imenta l  methods in t h e  p a s t  several y e a r s  h a s  g r e a t l y
inc reased  t h e  ra te  a t  which d a t a  are accumulating about t h e  molecular c o n t r o l  of 
l i f e  p rocesses .  R e s t r i c t i o n  enzymes, s y n t h e t i c  molecular probes,  e f f i c i e n t  

'I-** 	
microchemical methods f o r  DNA and p r o t e i n  sequence de te rmina t ion ,  and recombinant 
DNA technology have developed t o  t h e  p o i n t  t h a t  it is  now f e a s i b l e  t o  cons ide r  
l a r g e - s c a l e  p r o j e c t s ,  such as t h e  sys t ema t i c  a n a l y s i s  of en t i r e  eukaryote  genomes.
Because o f  t h e i r  s ize  and complexity, t h e  d a t a  t h a t  are genera ted  by such 
under tak ings  must be analyzed and compared us ing  computerized t echn iques  f o r  
s t o r a g e ,  s ea rch ing ,  and a n a l y s i s .  The N I H  c u r r e n t l y  suppor t s  s e v e r a l  computer
da tabases ,  i nc lud ing  GenBank and t h e  Nat iona l  Biomedical Research Foundation (NBRF)
P r o t e i n  Sequence Database, through g r a n t  and c o n t r a c t  mechanisms. Add i t iona l ly ,
r e s e a r c h  i n t o  mathematical a lgo r i thms  f o r  a n a l y s i s  of  macromolecular sequences is 
suppor ted  by in t r amura l  and ex t ramura l  programs. The computer da t abases  t h a t  ho ld  
t h i s  in format ion ,  c u r r e n t l y  numbered i n  m i l l i o n s  of  n u c l e o t i d e  base  p a i r s  and 
thousands of amino acids,  are expected t o  grow by three o r d e r s  of magnitude t o  
encompass sequences t o t a l l i n g  b i l l i o n s  of n u c l e o t i d e s .  Current  methods �or 
s t r u c t u r i n g ,  s ea rch ing ,  and ana lyz ing  such da tabases  need t o  be enhanced 
cor respondingly .  

RESEARCH SCOPE 

T h i s  program announcement is in tended  t o  emphasize t h e  commitment of t h e  Nat iona l  
I n s t i t u t e s  of Heal th  t o  f o s t e r  t h e  development o f  new computer-based a n a l y s i s
methods f o r  t h e  i n t e r p r e t a t i o n  of molecular b i o l o g i c a l  d a t a .  Such r e s e a r c h  w i l l  
r e q u i r e  a d i v e r s i t y  o f  approaches and make use  o f  d a t a  from a number of model 
systems. The r e s e a r c h  t o p i c s  of  i n t e r e s t  desc r ibed  below are no t  in tended  t o  l i m i t  
t h e  t y p e s  o f  a p p l i c a t i o n s  t h a t  can be submi t ted  under t h i s  announcement, bu t  r a t h e r  
t o  i l l u s t r a t e  t h e  range o f  work i n  computer and informat ion  sc i ence ,  as a p p l i e d  t o  
b io logy ,  t h a t  w i l l  be needed t o  advance our  r e s e a r c h  c a p a b i l i t i e s  i n  t h e  area o f  
genomic a n a l y s i s  and macromolecular s t r u c t u r e  and f u n c t i o n .  Add i t iona l ly ,  it is 
recognized t h a t  t h e  development of computational methods may be based i n  t h e  con tex t  
o f  a s p e c i f i c  b i o l o g i c  problem ( e . g . ,  use  o f  immunological sequence d a t a  t o  exp lo re
g e n e t i c  a s p e c t s  of  t h e  immune r e sponse ) .  

o 	 Database des ign ,  i nco rpora t ing  d a t a  r e p r e s e n t a t i o n s  t h a t  are opt imal  f o r  
s ea rch ,  a n a l y s i s ,  t r ansmiss ion ,  and s t o r a g e  of macromolecular d a t a .  

'154 o 	 Software a lgo r i thms  and o t h e r  da t abase  query methods capable  of t r a n s l a t i n g
n a t u r a l  language q u e s t i o n s  i n t o  a p p r o p r i a t e  r e t r i e v a l s  from m u l t i p l e  r e l a t e d  
f a c t u a l  d a t a b a s e s .  
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Man-machine i n t e r f a c e  methods t h a t  a r e  op t ima l ly  s u i t e d  t o  l a b o r a t o r y
r e s e a r c h e r s  without p r i o r  t r a i n i n g  i n  da t abase  sea rch ing  and computational
a n a l y s i s  methods. 

Methods o f  p a t t e r n  r e c o g n i t i o n  based on a s s o c i a t i v e  networks and a lgor i thm
des ign  optimized f o r  mul t ip rocesso r  ( e . g . ,  p a r a l l e l  p rocesso r )  machine 
a r c h i t e c t u r e s .  

Expert system t echn iques  f o r  au tomat ic  gene ra t ion  of  anno ta t ion  informat ion ,
c r e a t i o n  o f  l i n k a g e s  among r e l a t e d  da t abases  v i a  e x p l i c i t  p o i n t e r s  o r  common 
vocabulary.  

S p e c i a l i z e d  computer hardware f o r  economical and r a p i d  comparison o f  l a r g e
volumes o f  b i o l o g i c a l  d a t a .  

Mathematical methods and a lgo r i thms  for improving t h e  e f f i c i e n c y  of  comparison
o p e r a t i o n s  t h a t  are computa t iona l ly  i n t e n s i v e  !e .g . ,  cannot be performed i n  
l i n e a r  t i m e ) ,  such as r i g o r o u s  h igh  speed m u l t i p l e  a l ignments  o f  macromolecular 
sequences.  

Algorithms capable  of  p r e d i c t i n g  s t r u c t u r e  and/or f u n c t i o n  based on primary 
sequences of  n u c l e o t i d e s  and amino a c i d s .  

MECHANISM OF SUPPORT 

Support f o r  t h i s  program w i l l  be through r e s e a r c h  g r a n t s ,  i nc lud ing  p r o j e c t  g r a n t s
( R o l l ,  small g r a n t s  ( R 0 3 1 ,  program p r o j e c t s  ( P o l ) ,  FIRST awards (R291, Small 
Bus iness  Innovat ion  Research Grants (R43 and R441, and t h e  Biomedical Research 
Technology r e source  g r a n t s  (R24, P41).  P o l i c i e s  t h a t  govern r e s e a r c h  g r a n t  programs
o f  t h e  Nat iona l  I n s t i t u t e s  of  Heal th  apply  t o  t h i s  program. S ince  it i s  a n t i c i p a t e d
t h a t  p o t e n t i a l  a p p l i c a n t s  may wish t o  en la rge  on c u r r e n t l y  a v a i l a b l e  da t abases ,
consortium arrangements are a l s o  p o s s i b l e .  I n  a d d i t i o n ,  c o l l a b o r a t i v e  p r o j e c t s
between persons  wi th  eng inee r ing ,  a n a l y t i c a l ,  and informat ion  s c i e n c e  s k i l l s  and 
molecu la r  b i o l o g i s t s  are encouraged. 

APPLICATION AND REVIEW PROCEDURES 

App l i ca t ions  i n  response  t o  t h i s  announcement w i l l  be reviewed i n  accordance wi th  
t h e  usua l  N I H  pee r  review procedures .  They w i l l  f irst be reviewed f o r  s c i e n t i f i c  
and t e c h n i c a l  merit by a s p e c i a l  review group organized  f o r  t h i s  purpose by t h e  
Div i s ion  of  Research Grants and composed mostly o f  non-Federal s c i e n t i f i c  
c o n s u l t a n t s .  Following t h i s  i n i t i a l  review, t h e  a p p l i c a t i o n s  w i l l  be secondar i ly
eva lua ted  by t h e  a p p r o p r i a t e  Nat iona l  Advisory Board o r  Councils.  Review c r i t e r i a  
inc lude  t h e  fo l lowing:  

o 	 S i g n i f i c a n c e  and o r i g i n a l i t y  of t h e  r e s e a r c h  g o a l s  and approaches as t h e y
re la te  t o  t h e  computer-based management and a n a l y s i s  of  molecular b i o l o g i c a l
da ta ;  

o 	 P o t e n t i a l  va lue  o f  t h e  r e s e a r c h  f o r  f u r t h e r i n g  t h e  unders tanding  and 
u t i l i z a t i o n  o f  genomic and o t h e r  macromolecular informat ion; 

o F e a s i b i l i t y  of  t h e  r e s e a r c h  and adequacy o f  t h e  exper imenta l  des ign;  

o 	 Tra in ing ,  exper ience ,  r e s e a r c h  competence, and d e d i c a t i o n  of  t h e  
i n v e s t i g a t o r  (s1; 

o Adequacy o f  a v a i l a b l e  f a c i l i t i e s ;  and 

o Appropr ia teness  o f  t h e  r eques t ed  budget f o r  t h e  work proposed. 

METHOD OF APPLYING 

App l i ca t ions  should be submi t ted  on t h e  new form PHS 398crev. 9 /86) .  App l i ca t ion
k i t s  are a v a i l a b l e  a t  most i n s t i t u t i o n a l  bus iness  o f f i c e s  and from: 

O f f i c e  of Grants I n q u i r i e s
Div i s ion  o f  Research Grants  
Westwood Bui ld ing ,  Room 449 
Nat iona l  I n s t i t u t e s  o f  Heal th  
Bethesda, Maryland 20892H 
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Appl ica t ions  w i l l  be  accepted i n  accordance wi th  t h e  u s u a l  N I H  r e c e i p t  d a t e s  f o r  new 
appl icat ions--October  1 ,  February 1 ,  and June 1 .  It is e s s e n t i a l  t h a t  a p p l i c a n t s  t y p e
"Computer-based Representa t ion  and Analys is  o f  Molecular Biology Data," i n  i t e m  2 on 
t h e  f a c e  page o f  t h e  a p p l i c a t i o n  form. The o r i g i n a l  and s i x  c o p i e s  o f  t h e  
a p p l i c a t i o n  should be submit ted t o  t h e  fol lowing o f f i c e .  

vrlr,, 	 Appl ica t ion  Receipt  Office 
Div is ion  of Research Grants  
Westwood Building,  Room 240 
Nat ional  I n s t i t u t e s  o f  Heal th  
Bethesda, Maryland 20892 

The convent ional  p r e s e n t a t  i on  f o r  g r a n t  a p p l i c a t i o n s  should be u t i l i z e d .  

Funding d e c i s i o n s  w i l l  be based on recommendations o f  t h e  i n i t i a l  review groups and 
t h e  B I D  Advisory Council  regard ing  s c i e n t i f i c  merit and program re levance  and on t h e  
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NEW APPROACHES TO THE ANALYSIS OF COMPLEX GENOMES (PA) 

P.T. 34; K . W .  1002019, 1004000, 0790010, 0760080, 0755035, 0755045, 1004005 

Nat iona l  I n s t i t u t e s  of Health 

This  announcement is complementary t o  t h e  announcement, "Computer-based
Representa t ion  and Analys is  of Molecular Biology Data," publ i shed  i n  t h i s  i s s u e .  
I n t e r e s t e d  a p p l i c a n t s  may wish t o  cons ider  bo th  announcements as t h e y  p l a n  p r o j e c t s .  

INTRODUCTION 

The Nat iona l  I n s t i t u t e s  o f  Heal th  ( N I H )  i n v i t e s  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  from 
i n v e s t i g a t o r s  who are i n t e r e s t e d  i n  developing new i d e a s  and innovat ive  approaches
f o r  ana lyz ing  complex genomes. The long-term goal  o f  t h i s  i n i t i a t i v e  i s  t o  promote
high-qual i ty  r e s e a r c h  t h a t  h a s  a c t u a l  o r  p o t e n t i a l  va lue  f o r  f u r t h e r i n g  our  
understanding of  s t r u c t u r e / f u n c t i o n  r e l a t i o n s h i p s  w i t h i n  t h e  human genome and 
u t i l i z i n g  human genomic information t o  prevent ,  diagnose,  and t r ea t  human d i s o r d e r s  
Although no s p e c i a l  pool of funds has  been set  a s i d e ,  t h e  N I H  is committed t o  
support  compet i t ive  r e s e a r c h  programs t h a t  f u r t h e r  t h e s e  o b j e c t i v e s .  

BACKGROUND INFORMATION 

Within t h e  p a s t  yea r ,  d i s c u s s i o n s  about r e s e a r c h  p r i o r i t i e s  f o r  v a r i o u s  a s p e c t s  o f  
genomic a n a l y s i s  o r  llgenomics" have begun among many s c i e n t i s t s  and v a r i o u s  p u b l i c
and p r i v a t e  agencies .  The Advisory Committee t o  t h e  D i r e c t o r  o f  t h e  Nat iona l  
I n s t i t u t e s  o f  Heal th  r e c e n t l y  d iscussed  r e s e a r c h  p r i o r i t i e s  regard ing  human genomic 

qlrr*J 	
a n a l y s i s .  The Committee concluded t h a t  t h e  c u r r e n t  s ta te  o f  knowledge and 
technology d i c t a t e s  t h e  cont inued support  of d i v e r s e  r e s e a r c h  a c t i v i t i e s  drawing
from many d i s c i p l i n e s  i n  t h e  b i o l o g i c a l  s c i e n c e s  but  a l s o  recognized a need t o  
f o s t e r  new i n i t i a t i v e s  and approaches t o  genomic a n a l y s i s .  The Nat iona l  I n s t i t u t e s  
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o f  Heal th  c u r r e n t l y  funds  t h i s  e f f o r t  through i n d i v i d u a l  r e s e a r c h  p r o j e c t s ,  program
p r o j e c t s ,  c e n t e r s ,  and r e s e a r c h  t r a i n i n g  g r a n t s ,  as  w e l l  a s  through many r e s e a r c h  
r e sources ,  i nc lud ing  GenBank--The DNA Sequence DataBank, BIONET, t h e  Repos i tory  o f  
Human DNA Probes and L i b r a r i e s ,  and t h e  Human Genetic Mutant C e l l  Repos i tory .  I n  
a d d i t i o n ,  t h e  N I H  i s  committed t o  f o s t e r i n g  new t e c h n o l o g i c a l  approaches f o r  
s tudying  complex genomes. N I H  suppor t  o f  r e s e a r c h  and r e source  a c t i v i t i e s  i n  
genomic a n a l y s i s  has  a l r e a d y  l e d  t o  g r e a t l y  improved s t r a t e g i e s  f o r  s tudy ing  human 
g e n e t i c  d i s o r d e r s .  N I H  has  a l s o  supported much r e s e a r c h  on t h e  causes ,  d iagnoses ,
and t r e a t m e n t s  o f  s p e c i f i c  d i s o r d e r s ,  such a s  Huntington's d i s e a s e ,  c y s t i c  f i b r o s i s ,
and muscular dys t rophy.  S i m i l a r  unders tanding  of  many common d i s o r d e r s ,  such as 
d i a b e t e s ,  a t h e r o s c l e r o s i s ,  and cancer ,  w i l l  depend on cont inued  suppor t  o f  t h i s  
f i e l d  . 
RESEARCH SCOPE 

Th i s  program announcement is in tended  t o  emphasize t h e  ongoing commitment o f  t h e  
Nat iona l  I n s t i t u t e s  o f  Health t o  ana lyses  of  complex genomes, i nc lud ing  both  model 
systems and t h e  human genome, and t o  encourage i n v e s t i g a t o r s  t o  pursue new 
approaches t o  s t u d i e s  of  molecular g e n e t i c s  and gene expres s ion .  The N I H  w i l l  
con t inue  t o  suppor t  a broad spectrum of  r e s e a r c h  from t h e  most fundamental and 
non-ca tegor ica l  r e s e a r c h  t o  c l i n i c a l  s t u d i e s  and a p p l i c a t i o n s  development. Such 
r e s e a r c h  w i l l  r e q u i r e  a d i v e r s i t y  o f  approaches and make use  o f  a number of  model 
systems as w e l l  as human m a t e r i a l .  The r e s e a r c h  t o p i c s  of i n t e r e s t  desc r ibed  below 
are no t  in tended  t o  l i m i t  t h e  t y p e s  o f  a p p l i c a t i o n s  t h a t  a r e  encouraged by t h i s  
announcement, bu t  r a t h e r  t o  i l l u s t r a t e  t h e  range o f  work t h a t  w i l l  be needed t o  
advance our knowledge and r e s e a r c h  c a p a b i l i t i e s  i n  t h e  broad area of  genomic
a n a l y s i s  and i ts  a p p l i c a t i o n s .  

Methods Development 

Improving methods f o r  fragmenting DNA, i nc lud ing  t h e  i s o l a t i o n  and 
c h a r a c t e r i z a t i o n  of  new r e s t r i c t i o n  enzymes, s t u d i e s  of  t h e  mechanism o f  a c t i o n  
of r e s t r i c t i o n  enzymes, and t h e  development o f  sequence-spec i f ic  chemical 
cleavage methods; 

Improving l a r g e - s c a l e  s e p a r a t i o n  and p u r i f i c a t i o n  of  s p e c i f i c  DNA fragments,
i nc lud ing  t echn iques  f o r  p u r i f i c a t i o n  of  DNA fragments based on sequence and 
t echn iques  f o r  o b t a i n i n g  pure  p r e p a r a t i o n s  o f  i n d i v i d u a l  human chromosomes and 
t h e i r  fragments;  

Cloning large (more t h a n  100,000 base p a i r s )  fragments o f  DNA, wi th  s p e c i a l
emphasis on mammalian DNA fragments,  znd inc lud ing  t h e  development of  new 
c lon ing  v e h i c l e s  f o r  l a r g e  DNA fragments;  

Improving methods f o r  o r d e r i n g  sets of  DNA fragments i n  t h e  genome, i nc lud ing
t h e  development of  suppor t ing  mathematical and computer methodologies; 

Improving sequencing t echno log ie s ,  i nc lud ing  automation of  DNA i s o l a t i o n  and 
p u r i f i c a t i o n ,  automation of g e l  p r e p a r a t i o n  and scanning, and enhancement of  
t h e  speed and accuracy of  sequencing methods; 

Developing a l t e r n a t i v e  approaches t o  c lon ing  DNA r eg ions  t h a t  are r e f r a c t o r y  t o  
c u r r e n t l y  a v a i l a b l e  c lon ing  techniques ;  

Improving e l e c t r o n  microscopic t echn iques  f o r  ana lyz ing  l a r g e  chromosome 
fragments and f o r  molecular mapping; and 

Improving s t o r a g e  methods which p rese rve  t h e  i n t e g r i t y  of  long  DNA fragments,
i nc lud ing  s t u d i e s  on t h e  s t a b i l i t y  and s e l e c t i v e  l o s s  of  cloned DNA fragments
and a s s o c i a t e d  v e c t o r s .  

Mapping and Sequencing 

o 	 Mapping and/or sequencing s e l e c t e d  chromosomal segments wi th  t h e  g o a l s  o f  
f i n d i n g  new f u n c t i o n a l  r e l a t i o n s h i p s  o f  genomic elements such as r ead ing
frames, c o n t r o l  r eg ions ,  p r o t e i n  b inding  s i tes ,  h igh ly  r e p e t i t i v e  sequences,
and wi th  t h e  goa l  of  unders tanding  t h e  r o l e  of  DNA sequence i n  de te rmining
chromosome s t r u c t u r e ;  

o 	 Expanding t h e  g e n e t i c  and phys ica l  maps of  t h e  human genome, inc lud ing  mapping
of  s p e c i f i c  genes and s t u d i e s  t o  determine t h e  r e l a t i o n s h i p s  between t h e s e  two 
maps; 

o 	 Determining t h e  amount and s i g n i f i c a n c e  o f  v a r i a t i o n  among human genomes, w i th  
s p e c i a l  emphasis on v a r i a t i o n  i n  DNA sequences wi th in  and among human 
popu la t ions ;  and 

--* 
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o 	 Developing genet ic  and physical maps of  model systems, including sequencing
where t h a t  would be useful,  s tud ie s  of t h e  relat ionships  o f  t hese  maps,
development of mapping s t r a t e g i e s ,  comparison of maps and sequences both within 
and among species, and s tud ie s  of t h e  evolution of chromosome s t ruc tu re .  

Applications of Genomic Information 

o 	 Exploring new s t r a t e g i e s  for using genetic tools and information for t h e  
diagnosis, prevention, and treatment of human genetic disorders;  and 

o 	 Applying information about t h e  genetic and physical maps of t h e  human genome t o  
genetic epidemiological research, including l inkage analysis,  with t h e  goal of 
understanding mul t i f ac to r i a l  genet ic  d i sorders .  

MECHANISM OF SUPPORT 

Support for t h i s  program w i l l  be through research grants ,  including p ro jec t  g ran t s
( R o l l ,  small gran ts  (R031, program p ro jec t s  (Pol) ,  FIRST awards (R29), biomedical 
research technology resource gran ts  (R24, P411, and Small Business Innovation 
Research (SBIR) grants  (R43 and R44). Po l i c i e s  t h a t  govern research grant programs
of t h e  National I n s t i t u t e s  of Health apply to t h i s  program. Consortium arrangements
and col laborat ive p ro jec t s  between molecular b io log i s t s  and persons witn 
engineering, ana ly t i ca l  and information science s k i l l s  a r e  encouraged. 

APPLICATION AND REVIEW PROCEDURES 

Applications i n  response to t h i s  announcement w i l l  be reviewed i n  accordance with 
t h e  usual N I H  peer review procedures. They w i l l  f i rs t  be reviewed f o r  s c i e n t i f i c  
and technical  merit by a spec ia l  review group organized for t h i s  purpose by t h e  
Division of Research Grants and composed mostly of non-Federal s c i e n t i f i c  
consultants.  Following t h i s  i n i t i a l  review, t h e  appl icat ions w i l l  be secondarily
evaluated by t h e  appropriate National Advisory Board or Councils. 
include t h e  following r 

0 Significance and o r i g i n a l i t y  of t h e  research goals and 
approaches as they r e l a t e  t o  t h e  ana lys i s  of complex 
genomes ; 

0 Potent ia l  value of t h e  research f o r  fur ther ing t h e  
understanding and u t i l i z a t i o n  of information about t h e  
human genome; 

0 F e a s i b i l i t y  o f  t h e  research and adequacy of t h e  
-b" experimental design; 

0 Training, experience, research competence, and 
dedication o f  t h e  invest igator  (s1 ; 

0 Adequacy of avai lable  f a c i l i t i e s ;  

0 Provisions f o r  t h e  protect ion of  human subjects  and t h e  
humane care of animals; and 

0 Appropriateness of t h e  requested budget for t h e  work 
proposed. 

METHOD OF APPLYING 

Review cr i te r ia  

Applications should be submitted on t h e  new form PHS 398 (rev.9/86). Application k i t s  a r e  

most i n s t i t u t i o n a l  business o f f i c e s  and fromr 

Office of Grants Inqui r ies 

Division o f  Research Grants 

Westwood Building, Room 449 

National I n s t i t u t e s  of Health 

Bethesda, Maryland 20892 


Applications w i l l  be accepted i n  accordance with t h e  usual N I H  r ece ip t  da tes  f o r  new 

applications--October 1 ,  February 1 ,  and June 1 .  It is  e s s e n t i a l  t h a t  appl icants  type "New 

Approaches t o  t h e  Analysis of Complex Genomes," i n  item 2 on t h e  face  page of t h e  

appl icat ion form. The o r ig ina l  and s i x  copies of  t h e  appl icat ion should be 

submitted t o  t h e  following o f f i c e .  


Application Receipt O f f  ice  

Division of Research Grants 

Westwood Building, Room 240 

National I n s t i t u t e s  of Health 

Bethesda, Maryland 20892HH 
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The convent iona l  p r e s e n t a t i o n  f o r  g r a n t  a p p l i c a t i o n s  should be u t i l i z e d .  

Funding d e c i s i o n s  w i l l  be based on recommendations of t h e  i n i t i a l  review groups and 
t h e  B I D ' S  Advisory Council  regard ing  s c i e n t i f i c  merit and program re levance  and on 
t h e  a v a i l a b i l i t y  o f  funds.  No s p e c i a l  funds are set  a s i d e  f o r  t h i s  program. 
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-04 
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