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NOTICES 

HERPESVIRUS SIMIAE ALERT 

~~ P.T. 1 6 ,  3 4 ;  K.W. 0715125, 0785165 

Div i s ion  o f  Research Resources 

N I H  has  l e a r n e d  t h a t  two confirmed c l i n i c a l  cases o f  Herpesvirus  simiae (B-virus)
e n c e p h a l i t i s ,  a g e n e r a l l y  f a t a l  d i s e a s e  i n  humans, have occurred among c a r e t a k e r s  
working with rhesus  monkeys a t  a U.S. r e s e a r c h  i n s t i t u t i o n .  The d i s e a s e  r e p o r t e d l y  
w a s  acquired through con tac t  with a colony-born rhesus  monkey t h a t  w a s  under 
t r ea tmen t  f o r  b i l a t e r a l  c o n j u n c t i v i t i s .  The Centers  f o r  Disease Control  (CDC)
p r e s e n t l y  is  i n v e s t i g a t i n g  t h e  cases and w i l l  i s s u e  a summary r e p o r t  t h a t  w i l l  
appear i n  "Morbidity and Mor ta l i t y  Weekly Report" when t h e  i n v e s t i g a t i o n  is 
complete. I n  t h e  meantime, CDC recommends t h a t  t h e  p recau t ions  recommended on page
63 i n  t h e  CDC N I H  Pub l i ca t ion  (HHS P u b l i c a t i o n  No. (CDC) 84-8395)  "Biosafety i n  
Microbiological  and Biomedical Laborator ies"  cont inue t o  be observed by personnel
working with nonhuman pr imates ,  e s p e c i a l l y  macaques and o t h e r  Old World s p e c i e s
where exposure t o  Herpesvirus simiae is  a p o s s i b i l i t y .  

DIRECT SUBMISSION OF NUCLEIC A C I D  AND PROTEIN DATA TO GENBANK,
PROTEIN IDENTIFICATION RESOURCE, AND PROTEIN DATA BANK 

P.T. 3 6 ;  K.W. 0755045, 0760070 

National  I n s t i t u t e  o f  General Medical Sciences 

The b i o l o g i c a l  da t abases  providing n u c l e i c  a c i d  and p r o t e i n  d a t a  are expected t o  
grow r a p i d l y  i n  t h e  next  f e w  y e a r s .  Those supported by N I H  i n  c o l l a b o r a t i o n  wi th  
NSF, DOE, and USDA are: GenBank--the n u c l e i c  a c i d  sequence database;  P r o t e i n  
I d e n t i f i c a t i o n  Resource--the p r o t e i n  sequence database;  and t h e  P r o t e i n  Data Bank--a 
r e p o s i t o r y  o f  c r y s t a l l o g r a p h i c  coord ina te s  and s t r u c t u r e  f a c t o r s  o f  macromolecules. 
I n  o r d e r  t h a t  t h e s e  da t abases  remain c u r r e n t  with t h e  information appearing i n  t h e  
l i t e r a t u r e ,  it has  become necessary t o  a s k  a u t h o r s  t o  submit t h e i r  sequence or 
s t r u c t u r e  d a t a  d i r e c t l y  t o  t h e  a p p r o p r i a t e  database as soon as t h e  d a t a  have been 
accepted f o r  p u b l i c a t i o n  by a j o u r n a l .  Authors who do so w i l l ,  i n  a d d i t i o n  t o  

*v  	 ensu r ing  t h a t  t h e  da t abase  i s  kept  up-to-date, be p l eased  t o  see t h a t  t h e i r  d a t a  
w i l l  appear i n  t h e  database soon after submission. 

To f a c i l i t a t e  t h e  submission o f  d a t a ,  t h e  i n v e s t i g a t o r  is encouraged t o  c o n t a c t  t h e  
a p p r o p r i a t e  da t abase  f o r  information as i n d i c a t e d  below: 

GENBANK : 

GenBank w i l l  provide d a t a  r eques t  forms. To o b t a i n  forms, a u t h o r s  may cal l  GenBank 
a t  ( 5 0 5 )  667-7510.  They may a l s o  c o n t a c t  GenBank on BITNETIARPANET a t  
GENBANKaLANL.GOV or GENBANK on t h e  Bionet m a i l  system. 

Those i n t e r e s t e d  i n  o b t a i n i n g  cop ie s  o f  t h e  database or who need gene ra l  information 
should c o n t a c t  Bo l t ,  Beranek and Newman a t  ( 6 1 7 )  497-2742.  

PROTEIN IDENTIFICATION RESOURCE (PIR): 

P r o t e i n  sequence d a t a  can be submitted as c l e a n  copy or on a magnetic t a p e .
I n v e s t i g a t o r s  who are un fami l i a r  with t h e  PIR format or would l i k e  a d d i t i o n a l  
information should c o n t a c t  t h e  t h e  PIR d a t a  a c q u i s i t i o n  manager a t  ( 2 0 2 ) ' 6 2 5 - 2 1 2 1 .
The database may a l s o  be contacted on B i t n e t  a t  PIRMAILaGUMBRF. 

PROTEIN DATA BANK: 

The P r o t e i n  Data Bank accep t s  d a t a  from i n v e s t i g a t o r s  i n  machine r eadab le  form 
( e . g . ,  magnetic t a p e ) .  A d a t a  d e p o s i t i o n  form can be ob ta ined  by c a l l i n g  t h e  
Brookhaven Nat ional  Laboratory a t  ( 5 1 6 )  252-4382.  
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IL 

NIHIFDA REGIONAL WORKSHOP - PROTECTION OF HUMAN SUBJECTS 

P.T.  42; K.W. 0783005 

Nat iona l  I n s t i t u t e s  of  Heal th  
Food and Drug Adminis t ra t ion 

The Nat ional  I n s t i t u t e s  of  Health ( N I H )  and t h e  Food and Drug Adminis t ra t ion (FDA) 
are cont inuing  t o  sponsor a series o f  workshops on r e s p o n s i b i l i t i e s  of  r e sea rche r s ,
I n s t i t u t i o n a l  Review Boards ( I R B s ) ,  and i n s t i t u t i o n  o f f i c i a l 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  i n  biomedical and behaviora l  r e sea rch .  The workshops are open t o  
everyone wi th  an i n t e r e s t  i n  r e sea rch .  The meetings should be  of  special i n t e r e s t  
to t hose  persons  c u r r e n t l y  se rv ing  o r  about t o  begin se rv ing  as a member of an IRB.  
The c u r r e n t  schedule  inc ludes :  

Date: October 1-2, 1987 

Location: San Antonio, TX 

Contact : 

Sue Hoppe, Ph.D. 
Univers i ty  o f  Texas 
Heal th  Science Center 
7703 Floyd Curl  Drive 
San Antonio, TX 78284 
Telephone: (512) 567-2350 

Addi t iona l  workshops w i l l  be announced ,ater. 

educa t ion  programs con tac t :  


Darlene M .  Ross 

Education Program Coordinator 

Off i ce  f o r  P r o t e c t i o n  from Research Risks 

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

Bui ld ing  31, Room 4B09 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-8101 


For f u r t h e r  information regard ing  

DATED ANNOUNCEMENTS (RFPs and RFAs AVAILABLE) 

DEVELOPMENT AND IMPLEMENTATION OF MECHANISTICALLY-ORIENTED 
ANTI-HIV DRUG PRESCREENS--SOURCES SOUGHT 

ANNOUNCEMENT NO.  NCI-CM-87234-29 

P.T.  34; K.W. 0740020, 1002045, 0755010 

Nat ional  Cancer I n s t i t u t e  

The National  Cancer I n s t i t u t e  is planning t o  award mul t ip l e  c o n t r a c t s  f o r  
development and implementation of  mechanis t ica l ly-or ien ted  anti-HIV drug prescreens .
These c o n t r a c t s  w i l l  address  var ious  aspects of t h e  v i r a l  l i f e - c y c l e  which may be 
exp lo i t ed  as t h e r a p e u t i c  t a r g e t s .  I n f e c t i o n  o f  s u s c e p t i b l e  human ce l l s  by human 
immunodeficiency v i r u s  ( H I V ) ,  t h e  e t i o l o g i c  agent  o f  acqui red  de f i c i ency  syndrome
(AIDS), has  been shown t o  involve a s e r i e s  o f  s t e p s  common t o  o t h e r  r e t r o v i r a l  
i n f e c t i o n s ,  i . e .  binding of  v i r a l  p a r t i c l e s  t o  c e l l u l a r  r ecep to r s ,  i n t e r n a l i z a t i o n  
o f  t h e  v i r u s ,  t r a n s c r i p t i o n  of v i r a l  RNA i n t o  DNA v i a  t h e  v i r a l  enzyme reve r se  
t r a n s c r i p t a s e ,  i n t e g r a t i o n  of  t h e  v i r a l  DNA t r a n s c r i p t  i n t o  hos t  chromosomal DNA,
and subsequent t r a n s c r i p t i o n  of v i r a l  DNA r e s u l t i n g  i n  t h e  s y n t h e s i s  and r e l e a s e  of 
new i n f e c t i v e  v i r i o n s .  These s t e p s  o f f e r  mu l t ip l e  p o s s i b i l i t i e s  f o r  t h e  development
of  new agen t s  u s e f u l  f o r  t h e r a p e u t i c  purposes .  To d a t e ,  e f f o r t s  have centered  on 
development o f  drugs which i n h i b i t  t h e  v i r a l  r eve r se  t r a n s c r i p t a s e  enzyme and/or
which can be shown t o  d i r e c t l y  i n h i b i t  v i r a l  cy topa th i c  effects  i n  v i t r o .  Other 
biochemical/molecular systems bes ides  r eve r se  t r a n s c r i p t a s e  have rece ived  r e l a t i v e l y
l i t t l e  a t t e n t i o n  and none has  been t h e  focus f o r  a l a rge - sca l e  sc reen ing  program. 

I n  o rde r  t o  accomplish an e f f o r t  o f  t h i s  na tu re ,  any o rgan iza t ion  responding t o  t h i s  
announcement must have t h e  c a p a b i l i t y  t o  develop and eva lua te  drug screening  a s says
which address  biochemical/molecular t a r g e t s  r e l evan t  t o  i d e n t i f i c a t i o n  o f  compounds
wi th  p o t e n t i a l  anti-HIV a c t i v i t y .  Work should be d i r e c t e d  towards development of d 

2 



sc reen ing  assay methodology which can be implemented on a scale s u i t a b l e  f o r  t e s t i n g  
a t  l eas t  10 ,000  unknown materials annual ly .  Following t h e  demonstrated f e a s i b i l i t y
of proposed a s say  methods, t h e  o rgan iza t ion  must be capable  o f  implementing a 
l a rge - sca l e  mechanis t ica l ly-or ien ted  prescreen  capable  o f  t e s t i n g  a t  least 10,000
unknown materials annual ly .  F i r m s ,  i nd iv idua l s ,  o r  o rgan iza t ions  should i n d i c a t e  

* J  	 t h e i r  i n t e r e s t  i n  developing and implementing a mechanis t ica l ly-or ien ted  prescreen
by responding no l a t e r  than  May 29, 1987. 

Respondents should b r i e f l y  desc r ibe  proposed assay  methods and broad c a p a b i l i t i e s  i n  

a non-proprietary f a sh ion  and i n d i c a t e  t h e i r  experience and e x p e r t i s e  i n  t h e s e  

areas. Th i s  announcement is t o  s o l i c i t  express ions  o f  i n t e r e s t  and information f o r  

purposes  o f  program planning.  It does no t  c o n s t i t u t e  an RFP and is  n o t  t o  be 

cons t rued  as a commitment by t h e  Government. Responses w i l l  be used t o  e s t a b l i s h  a 

source  l i s t  f o r  s o l i c i t a t i o n .  


A l l  respondents  w i l l  r e ce ive  cop ie s  o f  any s o l i c i t a t i o n s  r e s u l t i n g  from t h i s  

announcement. Submit w r i t t e n  responses  t o  t h e  a t t e n t i o n  o f :  


Clyde Williams 

Contrac t ing  Officer 

Treatment Contract  Sec t ion  

Research Con t rac t s  Branch, N C I  

B l a i r  Bui lding,  Room 224 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  427-8737 


PRIMARY PREVENTION TRIAL OF BARRIER CONTRACEPTIVES AGAINST 

HTLV-I11  INFECTION - SUBCONTRACTING SOURCES SOUGHT 


P.T. 34; K.W. 0715125, 0750020, 0755015 


Nat iona l  I n s t i t u t e  o f  Chi ld  Heal th  and Human Development 


The Unive r s i ty  o f  C a l i f o r n i a ,  Los Angeles (UCLA) ,  under prime c o n t r a c t  No,

N01-HD-6-2934 wi th  t h e  Nat ional  I n s t i t u t e  o f  Chi ld  Heal th  and Human Development,

N I H ,  is  seeking  sources  worldwide, t o  p a r t i c i p a t e  i n  a p i l o t  randomized c l i n i c a l  

t r i a l  of  b a r r i e r  con t r acep t ives  a g a i n s t  Human Immunodeficiency Virus  ( H I V ) 

i n f e c t  ion.  


mul 
The o b j e c t i v e s  o f  t h e  t r i a l  w i l l  be t o  demonstrate:  1 )  The success fu l  deployment, 
acceptance and use  o f  a maximum b a r r i e r  regimen, c o n s i s t i n g  of  condoms p l u s
spermicide,  i n  a h igh  r i s k  he te rosexual  popula t ion ;  2 )  t h e  medical s a f e t y  o f  t h e  
spermic ida l  agent ;  and, i f  poss ib l e ,  3) t h e  e f f i c a c y  o f  t h e  maximum b a r r i e r  regimen
measured by t h e  r e l a t i v e  r i s k  of seroconversion i n  maximum b a r r i e r  u s e r s  compared t o  
non-users o r  u s e r s  o f  o t h e r  products .  

The o f f e r o r  must be capable  o f  provid ing  a s t a b l e ,  h igh  r i s k  he te rosexual  t a r g e t
popula t ion ,  c o n s i s t i n g  of  h igh  r i s k  men, women o r  couples  wi th  some h i s t o r y  o f  
c u r r e n t  o r  p a s t  con t r acep t ive  use o r  t h e  l i k e l y  prospec t  of  f u t u r e  use  of  b a r r i e r  
cont racept ives .  A h i g h  r i s k  popula t ion  s h a l l  have a 10-50 percent prevalence o f  HIV 
i n f e c t e d  persons o r  an annual incidence of H I V  i n f e c t i o n  g r e a t e r  t h a n  5 percent  pe r  
y e a r .  A s tab le  popula t ion  s h a l l  be non-mobile; i . e .  avai lable  f o r  3-month p e r i o d i c
follow-ups over  12-24 months. The proposed s tudy  popula t ion  must c o n s i s t  o f  at 
l eas t  200-400 non-users of in t ravenous  drugs per  r i s k  group, depending on t h e  
p ro jec t ed  inc idence  o f  t h e  d i sease ,  and s h a l l  be l o c a t e d  i n  a c i t y  o r  an area which 
has  r e l i a b l e  and r a p i d  communications v i a  te lephone and a i r l i n e s  wi th  Los Angeles,
C a l i f o r n i a .  Adminis t ra t ion o f  t h e  p i l o t  s tudy  w i l l  r e q u i r e  t h e  fol lowing:  1 )  a 
competent and w i l l i n g  l o c a l  i n v e s t i g a t o r ,  thoroughly famil iar  wi th  t h e  c u l t u r e  o f  
t h e  country i n  which t h e  t a r g e t  popula t ion  r e s i d e s ;  2 )  a v a i l a b i l i t y  o f  a competent
s t a f f  t o  provide h e a l t h  screening ,  in te rv iew and follow-up, and c o l l e c t i o n  o f  
specimens; 3 )  a l abora to ry  which can s e p a r a t e  ce l l s  from serum and plasma, a l i q u o t
specimens f o r  s to rage ,  and f r e e z e  specimens a t  -20 C f o r  r a p i d  t r a n s p o r t  t o  Los 
Angeles, C a l i f o r n i a .  

A l l  respondents  should provide d e s c r i p t i o n s  o f :  1 )  Background and r e sea rch  
i n t e r e s t s  and experience of t h e  l o c a l  i n v e s t i g a t o r ( s ) ;  2 )  Backgrounds o f  p o t e n t i a l
s t a f f  members, by name, t r a i n i n g ,  o r  experience h i s t o r i e s ,  3 )  Laboratory
c a p a b i l i t i e s .  Where app l i cab le ,  t h e  s ta tement  of  c a p a b i l i t i e s  should inc lude  
mention o f  on - s i t e  o r  l o c a l  f a c i l i t i e s  capable  of  f u r t h e r  process ing  specimens f o r  
ELISA t e s t i n g  o f  H I V  ant ibody,  Western b l o t  t e s t i n g ,  counts  of  CD-4 and CD-8 T - c e l l  
s u b s e t s ,  and s e r o l o g i c  and i s o l a t i o n  s t u d i e s  of CMV, EBV, HSV-2, and Hepat i t is-B;  4 )
Local o r  r e g i o n a l  a v a i l a b i l i t y  of  con t r acep t ive  products ,  family planning s e r v i c e s ,  

*I*. 	 o r  o t h e r  evidence t h a t  s tudy popula t ions  w i l l  be w i l l i n g  t o  u s e  b a r r i e r  
con t r acep t ives  f o r  themselves and t h e i r  p a r t n e r s  given proper  documents; 5 )  Local,  
r eg iona l ,  o r  n a t i o n a l  i n t e r e s t  i n  AIDS s tudy ,  prevent ion ,  o r  t r ea tmen t .  
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This  announcement is not  a reques t  f o r  proposa ls  (RFP) and responses  should no t  

con ta in  p r i c i n g  or budgetary information.  Organizat ions t h a t  be l i eve  they  can meet 

t h e  requirements  o f  t h i s  p r o j e c t  should submit f i v e  (51  cop ies  of t h e i r  c a p a b i l i t y  

s ta tement ,  c i t i n g  Synopsis No. NICHD-87-04, t o  each of t h e  fol lowing addresses  by

C.O.B.  June 8 ,  1987: 


Paul J .  Duska, Cont rac t ing  Of f i ce r  

Cont rac t s  Management Sec t ion ,  OGC 

Nat iona l  I n s t i t u t e  of Child Health and Human Development

Landow Building,  Room 6C25 

7910 Woodmont Avenue 

Bethesda, Maryland 20892 


D r .  Roger Detels, ABC Study P r i n c i p a l  I n v e s t i g a t o r 

UCLA School o f  Publ ic  Health 

Center f o r  Heal th  Sciences,  73-265 

Los Angeles, C a l i f o r n i a  90024 


SYNTHESIS OF CONGENERS AND PRODRUGS OF ANTI-AIDS COMPOUNDS 


RFP AVAILABLE: NCI-CM-87216-16 


P.T. 34; K.W. 0740020, 0755025, 1003012 


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


The Drug Syn thes i s  And Chemistry Branch (DS&CB), o f  t h e  Developmental Therapeut ics 

Program (DTP), o f  t h e  Div is ion  of  Cancer Treatment (DCT) ,  o f  t h e  Nat ional  Cancer 

I n s t i t u t e  ( N C I ) ,  Nat ional  I n s t i t u t e s  o f  Heal th  ( N I H ) ,  h a s  a requirement for 

c o n t r a c t o r s  with chemical syn thes i s  and drug des ign  e x p e r t i s e  t o  syn thes i ze  a 

v a r i e t y  o f  compounds f o r  eva lua t ion  as p o t e n t i a l  anti-AIDS agen t s .  


The ass igned  o b j e c t i v e s  of t h i s  p r o j e c t  w i l l  be:  (a) t o  des ign  and syn thes i ze  

congeners and prodrugs and o the r  compounds wi th  confirmed a c t i v i t y ;  ( b )  t o  des ign 

and syn thes i ze  prodrugs and o t h e r  compounds t h a t  possess  e lements  of both congener 

and prodrug; (c)  t o  syn thes i ze  compounds r e l a t e d  t o  products  o f  n a t u r a l  o r i g i n  and 

o t h e r  r e l a t e d  he t e rocyc le s ;  and ( d )  t o  syn thes i ze  an t i - sense  n u c l e i c  a c i d s .  


Each c o n t r a c t o r  should have a v a i l a b l e  a f u l l y  ope ra t iona l  f a c i l i t y ,  inc luding  a l l  

necessary  equipment and ins t rumenta t ion  f o r  a l l  a s p e c t s  o f  t h e  c o n t r a c t .  


The n a t u r e  o f  t h i s  p r o j e c t  r e q u i r e s  t h a t  t h e  fo l lowing  r e s t r i c t i o n s  be app l i ed :  


The N C I  s i g n s  l e g a l l y  binding agreements wi th  c e r t a i n  s u p p l i e r s  ( o f t e n 

pharmaceut ical  or chemical companies) which s t a t e  t h a t  a l l  information on compounds

submit ted by t h e  s u p p l i e r  w i l l  be he ld  c o n f i d e n t i a l .  The success fu l  o f f e r o r  w i l l  be 

expected t o  s y n t h e t i c a l l y  modify such commercially c o n f i d e n t i a l  ( d i s c r e e t ) 

materials. Thus, pharmaceut ical  or chemical companies could ob ta in  va luab le  d a t a  on 

new l e a d  compounds. Therefore ,  i n  order  t o  honor t h e  c o n f i d e n t i a l i t y  agreement wi th  

t h e  s u p p l i e r ,  t h e  N C I  b e l i e v e s  t h a t  t h e  compounds cannot be s e n t  t o  p o t e n t i a l 

compet i tors  o f  t h e  s u p p l i e r  and, t hus ,  pharmaceut ical  and chemical companies must be 

excluded from t h e  competi t ion.  


Request f o r  Proposal  (RFP) N O .  NCI-CM-87216-16 w i l l  be i s sued  on or about June 3,

1987, and proposa ls  w i l l  be due approximately s i x  weeks t h e r e a f t e r ( o n  or about J u l y 

20, 1987. ) .  To exped i t e  r eques t s  f o r  s o l i c i t a t i o n ,  p l ease  f u r n i s h  t h r e e  

se l f -addressed  l a b e l s  with your r eques t .  The c o n t r a c t  pe r iod  i s  t o  be t h r e e  yea r s , 

beginning approximately Apr i l  1 ,  1988, a t  a l e v e l  o f  e f f o r t  o f  approximately 6,650 

hours /year /cont rac t  pe r iod .  Three cost-reimbursement c o n t r a c t s  are expected t o  be 

awarded. 


Copies o f  t h e  RFP N O .  NCI-CM-87216-16 may be obta ined  by sending a w r i t t e n  r eques t 

t o :  


P a t r i c i a  L .  S h i f f l e t t  

Contract  S p e c i a l i s t 

Treatment Cont rac ts  Sec t ion ,  Research Cont rac ts  Branch 

National  Cancer I n s t i t u t e  

B l a i r  Bui lding,  Room 216 

Bethesda, Maryland 20892 
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CORONARY HEART DISEASE AND STROKE I N  PEOPLE AGED 65 TO 
EARS--CENTRAL BLOOD ANAIiYSIS LAB0RAT0 

RFP AVAILABLE: NIH-NHLBI-HC-87-05 


P.T. 34; K.W. 0750010, 0715040, 0715200 


National  Heart, Lung, and Blood I n s t i t u t e  


The Epidemiology and Biometry Research Program, DECA, NHLBI, seeks  a Cen t ra l  Blood 

Analys is  Laboratory f o r  a p r o j e c t  i n  which f o u r  f i e l d  c e n t e r s  w i l l  r e c r u i t ,  examine,

and fol low a t o t a l  o f  5000 men and women (1250 i n  each c e n t e r )  aged 65 to 84 y e a r s 

a t  t h e  b a s e l i n e  examination i n  a p rospec t ive  s tudy  o f  coronary h e a r t  d i s e a s e s  and 

s t r o k e .  The Cen t ra l  Blood Analysis  Laboratory w i l l  develop a p ro toco l  f o r  

c o l l e c t i o n  o f  blood samples a t  t h e  fou r  f i e l d  cen te r s ;  w i l l  perform p r e c i s e  measures 

of l i p i d s  and apo l ipopro te ins  (apo ' s  f o r  case-cont ro l  s tudy  on ly ) ,  hemostasis  

f a c t o r s ,  i n s u l i n ,  glucose;  and w i l l  provide q u a l i t y  c o n t r o l  o f  blood c o l l e c t i o n  a t  

t h e  f i e l d  c e n t e r s  and of measurements i n  t h e  blood l a b o r a t o r y  i t se l f .  


I n  a d d i t i o n  t o  t h i s  RFP f o r  t h e  Cent ra l  Blood Analysis  Laboratory,  a s e p a r a t e  RFP 

w i l l  be announced when it becomes a v a i l a b l e  f o r  t h e  Ultrasound Reading Center .  RFPs 

f o r  t h e  F i e l d  Centers ,  Coordinat ing Center ,  and Echocardiography Reading Center  have 

a l r e a d y  been announced. 


RFP NHLBI-HC-87-05 f o r  t h e  Cent ra l  Blood Analysis  Laboratory w i l l  be  a v a i l a b l e  on or 

about J u l y  6, 1987, wi th  proposa ls  due approximately September 4,  1987. One award 

is  a n t i c i p a t e d .  Your w r i t t e n  reques t  should inc lude  t h r e e  mai l ing  l a b e l s , 

se l f -addressed ,  and must c i t e  RFP No. NHLBI-HC-87-05. 


Requests f o r  copies  o f  t h e  RFP should be s e n t  t o :  


Bet ty  Nordan 

Contrac t ing  Officer f o r  Epidemiology and 

Biometry Research Program,

ECA Con t rac t s  Sec t ion  

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

Federa l  Bldg.,  Room 3C16 

Bethesda, Maryland 20892 


Wuul 
SEXUALLY TRANSMITTED DISEASES RESEARCH UNITS 

RFA AVAILABLE: 87-AI-20 

P.T. 34; K.W. 0715220, 0785055, 1002027, 0745020, 0745055, 0415000 

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

Appl ica t ion  Receipt  Date: November 16, 1987 

BACKGROUND INFORMATION 


The Nat ional  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases ( N I A I D )  i n v i t e s  
a p p l i c a t i o n s  f o r  program p r o j e c t  g r a n t s  t o  be i n i t i a t e d  dur ing  FY1988 f o r  a 
cont inuing  program o f  r e sea rch  on Sexual ly  Transmit ted Diseases (STD) bu t  excluding
acqui red  immunodeficiency d i s e a s e  syndrome (AIDS). 

RESEARCH GOALS AND SCOPE 

The goa l  o f  t h e  program is t o  encourage i n v e s t i g a t o r s  t o  undertake r e s e a r c h  t h a t  
w i l l  provide t h e  c l i n i c a l ,  epidemiological  and microbio logica l  in format ion  needed 
f o r  t h e  eventua l  c o n t r o l  of  s exua l ly  t r a n s m i t t e d  d i s e a s e s .  The N I A I D  wishes to 
broaden t h e  scope o f  i ts  program of r e sea rch  i n  t h i s  area so t h a t  t h e  knowledge
gained may be app l i ed  t o  improvement i n  t h e  means o f  prevent ion ,  d i agnos i s ,  and 
therapy  o f  t h e s e  i n f e c t i o n s .  

A s  one means of  achiev ing  t h e  s t a t e d  goa l s ,  t h e  N I A I D  
proposes t o  maintain support  o f  a number of STD Research 
Uni t s .  These u n i t s  are funded as program p r o j e c t  g r a n t s ,
func t ion  as c e n t e r s  o f  exce l lence  i n  STD resea rch  and s e r v e  
as f o c i  for r e sea rch  and t r a i n i n g .  The r e sea rch  to be 
cons idered  f o r  emphasis i n  t h i s  program can be on any or on 
a l l  of  t h e  STDs t h a t  are c u r r e n t l y  recognized as s i g n i f i c a n t

Y* 	 p u b l i c  h e a l t h  problems with t h e  except ions  of  AIDS and 
e c t o p a r a s i t e s .  A s t r o n g  c l i n i c a l  component should be a 
major p a r t  of  t h e  program p r o j e c t  a p p l i c a t i o n .  Seve ra l  
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d i s t i n g u i s h i n g  c h a r a c t e r i s t i c s  t h a t  must be considered i n  

developing t h e s e  a p p l i c a t i o n s  f o r  STD Research Uni t s  and t h e  

s p e c i f i c  areas o f  r e sea rch  being encouraged are d e t a i l e d  i n  

t h e  f u l l  RFA. 


Only i n s t i t u t i o n s  wi th  demonstrated e x p e r t i s e  i n  both 

c l i n i c a l  and b a s i c  s c i ences  and with s t r o n g  ongoing r e sea rch  

programs and r e sources  t h a t  can focus on a m u l t i d i s c i p l i n a r y 

and mul t i f ace t ed  team e f f o r t  t o  s tudy  i n  depth STD 

i n f e c t i o n s  w i l l  be considered f o r  program p r o j e c t  support 

under t h e  p rov i s ions  o f  t h i s  program. 


MECHANISM OF SUPPORT 


E l i g i b i l i t y :  Domestic u n i v e r s i t i e s ,  medical 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  and o t h e r  p u b l i c  o r  p r i v a t e  r e sea rch  

i n s t i t u t i o n s ,  i nc lud ing  S t a t e  and l o c a l  governmental u n i t s ,  

are e l i g i b l e .  


Length o f  Support :  The p r o j e c t  can be supported up t o  a 

maximum of  f i v e  y e a r s  without a d d i t i o n a l  compet i t ion 

cont ingent  upon a v a i l a b i l i t y  of  funds.  


Expected Number o f  Awards: Competition is open f o r  t h r e e  

( 3 )  program p r o j e c t s  i n  STD research .  Three c u r r e n t l y 

funded STD Research Uni t s  w i l l  be competing f o r  renewal o f  

t h e i r  suppor t .  Support  f o r  each STD Research Unit is  

es t imated  a t  $350,000 t o  $ 4 5 0 , 0 0 0  per  yea r ,  d i r e c t  c o s t s .  


APPLICATION PROCEDURES 


A l l  a p p l i c a t i o n s  i n  response t o  t h i s  RFA must be submit ted 

on Appl ica t ion  Form 3 9 8 .  The RFA l a b e l  a v a i l a b l e  from t h e  

N I A I D  c o n t a c t  person l i s t e d  below must be  a f f i x e d  t o  t h e  

bottom of  t h e  face page. 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 process ing  o f  your a p p l i c a t i o n  such t h a t  

it may n o t  reach  t h e  review committee i n  t i m e  f o r  review. 


A l l  i n q u i r i e s  and r e q u e s t s  f o r  t h e  f u l l  t e x t  o f  t h i s  RFA 

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


W i l l i a m  P. Allen,  Ph.D., Chief 

Bacter io logy  and Virology Branch, MIDP 

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

Westwood Bui ld ing ,  Room 738 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7728 


It is s t r o n g l y  suggested t h a t  i n t e r e s t e d  i n v e s t i g a t o r s  submit a l e t t e r  o f  i n t e n t  by

September 3 0 ,  1987 t o  t h e  I n s t i t u t e  con tac t  person.  This  l e t t e r  should inc lude  a 

d e s c r i p t i v e  t i t l e  o f  t h e  proposed program p r o j e c t  and indivudual  subpro jec t s  and t h e  

names of t h e  proposed program d i r e c t o r  and subpro jec t  i n v e s t i g a t o r s .  The l e t t e r  is 

no t  mandatory and i s  no t  binding;  it w i l l  no t  e n t e r  i n t o  t h e  review of any

a p p l i c a t i o n  subsequent ly  submit ted.  


MECHANISMS OF ACTION OF THE DRUG CYCLOSPORINE 


RFA AVAILABLE: 87-AI-19 

P.T. 3 4 ;  K.W. 0740025,  0710070, 0745040,  0745065,  0760075,  0710100 

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

Appl ica t ion  Receipt  Date: September 1 5 ,  1987 

BACKGROUND INFORMATION 

Cyclosporine A ( C s A )  has  been used f o r  s e v e r a l  yea r s  t o  suppress  a l l o g r a f t  r e j e c t i o n
i n  p a t i e n t s  r e c e i v i n g  organ t r a n s p l a n t s .  The use of  cyc lospor ine  is  repor t ed  t o  be 
o f  major importance i n  improving t h e  s u r v i v a l  o f  kidney, l i v e r ,  h e a r t ,  bone marrow 
and pancreas  t r a n s p l a n t s .  This  agent  appears  t o  have s e l e c t i v e  r a t h e r  t h a t  broad 
spectrum a c t i v i t y .  However, t h e  exac t  mechanism o f  i t s  a c t i o n  is  unknown. Helper T 
lymphocytes appear t o  be t h e  main t a r g e t  of  C s A  a c t i o n .  Cont rovers ia l  c la ims  
suggest  t h a t  C s A  affects  T o r  B lymphocytes o r  both,  and t h a t  it a f f e c t s  t h e  balance 
of  immunoregulatory ce l l s .  

a 


up4 

6 




Despi te  t h e  growing importance o f  C s A  i n  organ t r a n s p l a n t a t i o n ,  t o x i c i t y  ep isodes ,
e s p e c i a l l y  t o  t h e  kidney, cont inue  t o  be a major l i m i t a t i o n .  Long t e r m  effects  of 
cyclospor ine  t rea tment  have not  been f u l l y  e l u c i d a t e d  with r e s p e c t  t o  increased  
s u s c e p t i b i l i t y  t o  i n f e c t i o n  o r  increased  development of malignancies .  

wq RESEARCH GOALS AND SCOPE 

The Nat ional  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases ( N I A I D )  is  s o l i c i t i n g
i n v e s t i g a t o r - i n i t i a t e d  r e sea rch  g ran t  a p p l i c a t i o n s  t h a t  are designed t o  i n c r e a s e  
knowledge and understanding o f  t h e  mechanism o f  cyc lospor ine’s  immunosuppressive
a c t i o n  and e l u c i d a t e  its s i d e  effects .  

1 	 The n a t u r e  o f  c e l l u l a r  r ecep to r  s i tes ,  cel l  s p e c i f i c i t y  T and B lymphocyte
i n t e r a c t i o n s  and s u b c e l l u l a r  mechanisms t h a t  might be involved i n  t h e  mode 
o f  a c t i o n  o f  t h e  drug.

2 The in f luence  o f  g e n e t i c  d i f f e r e n c e s  on C s A  a c t i o n .  
3 Immunosuppressive p r o p e r t i e s  of  C s A .  
4 Pathogenet ic  and biochemical mechanisms o f  nephrotoxoci ty .
5 Development o f  a drug t h a t  can modify o r  e l i m i n a t e  t o x i c i t y  of C s A .  
6 Pharmacodynamic i n t e r a c t i o n s  between C s A  and o t h e r  agents .
7 S t u d i e s  on long t e r m  e f f e c t s  of  cyc lospor ine .  

MECHANISMS OF SUPPORT 

The mechanism o f  support  w i l l  be t h e  t r a d i t i o n a l  r e sea rch  p r o j e c t  g r a n t .  P o l i c i e s  
t h a t  govern r e sea rch  g r a n t  programs of t h e  Nat ional  I n s t i t u t e s  o f  Heal th  w i l l  
p r e v a i l .  The award o f  g r a n t s  pursuant t o  t h i s  RFA is  cont ingent  upon r e c e i p t  o f  
proposa ls  o f  h igh  s c i e n t i f i c  merit and t h e  a v a i l a b i l i t y  o f  appropr i a t ed  funds .  I n  
f i s ca l  year  1988,  t h e  N I A I D  p l ans  t o  fund a t  l e a s t  two new awards i n  response t o  
t h i s  RFA. 

METHOD OF APPLYING 

U s e  t h e  s tandard  r e sea rch  g ran t  a p p l i c a t i o n  form PHS 3 9 8 .  For purposes  of 
i d e n t i f i c a t i o n  and process ing ,  t h e  words “MECHANISMS OF ACTION OF THE DRUG 
CYCLOSPORINE” should be typed i n  item 2 on t h e  face page o f  t h e  a p p l i c a t i o n  and a 
b r i e f  cover ing  l e t t e r  should be a t t ached  i n d i c a t i n g  submission is  i n  response t o  t h e  
N I A I D  accouncement. The o r i g i n a l  and f i v e  copies  o f  t h e  a p p l i c a t i o n  should be  
submit ted t o :  

Wrrur 
Appl ica t ion  Receipt  Office 
Div is ion  o f  Research Grants 
Nat iona l  I n s t i t u t e s  o f  Health 
Westwood Building,  Room 2 4 0  
Bethesda, Maryland 20892xx 

The R f A  l a b e l  ob ta ined  from t h e  N I H  s ta f f  person named below must be a f f i x e d  t o  t h e  
bottom o f  t h e  f ace  page. 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
process ing  o f  your a p p l i c a t i o n  such t h a t  it may no t  reach  t h e  review committee i n  
t ime f o r  review. 

STAFF CONTACT 

A more d e t a i l e d  RFA may be obta ined  from: 

D r .  Jane  S. Schu l t z  
Chief , Genet ics  and Transp lan ta t ion

Biology Branch, IAIDP 
National  I n s t i t u t e  o f  Al le rgy

and I n f e c t i o u s  Diseases 
Westwood Building,  Room 754 
Bethesda, Maryland 20892 
Telephone: (301)  496-5598 
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ONCOLOGY RESEARCH T R A I N I N G  G V 

P.T. 44; K.W. 0785140, 0785210 

National  Cancer I n s t i t u t e  
a
Appl ica t ion  Receipt  Date: September 10 ,  1987 

Surg ica l  Oncology Research Tra in ing  g r a n t  a p p l i c a t i o n s  (T32) are i n v i t e d  by t h e  
Nat ional  Cancer I n s t i t u t e .  There i s  but  one r e c e i p t  d a t e  per  year ,  namely September
10.  Appl ica t ions  rece ived  by September 10, 1987 w i l l  be reviewed f o r  s c i e n t i f i c  
merit by an ad hoc review group based i n  t h e  Nat ional  Cancer I n s t i t u t e ’ s  Div is ion  of 
Extramural A c t i v i t i e s  and by t h e  Nat ional  Cancer Advisory Board. These reviews w i l l  
be completed i n  t i m e  t o  permit funding by Ju ly  1 ,  1988. I n t e r e s t e d  p a r t i e s  should 
con tac t  t h e  person ind ica t ed  below f o r  a copy o f  t h e  gu ide l ines .  

Program Di rec to r  

Surg ica l  Oncology Research Tra in ing 

Cancer Tra in ing  Branch, CCSP,

Divis ion  o f  Cancer Prevent ion 


and Control  
Nat ional  Cancer I n s t i t u t e ,  N I H  
B la i r  Bui lding,  Room 428 
9000 Rockvi l le  Pike 
Bethesda, Maryland 20892-4200 
Telephone: (301)  427-8866, 427-8855 o r  427-8898 

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

CANCER EDUCATION GRANTS (R25) ( P A )  

P.T .  34; K.W. 0502000, 0502028, 0745055 

National  Cancer I n s t i t u t e  

The Nat ional  Cancer I n s t i t u t e  announces t h e  resumption o f  compet i t ion for Cancer 
IEducation Grants  (R251, but  under new g u i d e l i n e s .  Any i n s t i t u t i o n  wishing t o  

compete should r eques t  a copy of t h e  g u i d e l i n e s  from t h e  o f f i c e  l i s t e d  below. 

The new g ran t  has  t h r e e  major a spec t s ,  namely: 

1 	 Mult iyear  t r a i n i n g  i n  t h e  i n t e r v e n t i v e  p r a c t i c e  of  chronic  d i s e a s e  prevent ion
and c o n t r o l  (wi th  a focus on cance r ) ,  such t r a i n i n g  t o  l e a d  t o  a degree such as 
t h e  Doctor o f  Publ ic  Health;  

2 	 Support f o r  up t o  f i v e  yea r s  f o r  t h e  development of  n u t r i t i o n  c u r r i c u l a  f o r  t h e  
aforementioned schools ,  again with an emphasis upon t h e  prevent ion  and c o n t r o l  
o f  chronic  d i s e a s e s ,  e s p e c i a l l y  cancer;  and 

3 	 Summer r e sea rch  experience support  f o r  s t u d e n t s  i n  schools  of medicine,
d e n t i s t r y ,  nurs ing ,  p u b l i c  h e a l t h  and a l l i e d  h e a l t h .  

An a p p l i c a n t  may seek support  f o r  one or more of  t h e s e  t h r e e  p r o j e c t s .  The r e c e i p t 

d a t e s  f o r  a p p l i c a t i o n s  s h a l l  be October 1 ,  February 1 ,  and June 1 each year  u n t i l  

f u r t h e r  n o t i c e .  Appl ica t ions  rece ived  by October 1 ,  1987 s h a l l  be fundable  on or 

about J u l y  1, 1988. I n  t h a t  f i s ca l  year  (1988)  it is a n t i c i p a t e d  t h a t  t h e  program

w i l l  have s u f f i c i e n t  funds t o  support  summer s tuden t  a c t i v i t i e s  a t  a reduced l e v e l ;  

support  up t o  t h r e e  or four  new t r a i n i n g  p r o j e c t s  i n  d i s e a s e  prevent ion  and c o n t r o l ; 

and support  up t o  seven n u t r i t i o n  curr iculum p r o j e c t s .  A t  t h i s  t ime it is  

impossible  t o  estimate t h e  amount of  money which w i l l  be a v a i l a b l e  f o r  new starts i n  

FY 1989. 


Please  addres s  i n q u i r i e s  t o :  


Program Di rec to r  

Cancer Tra in ing  Branch, CCSP,

Divis ion  o f  Cancer Prevent ion 


and Control  
Nat ional  Cancer I n s t i t u t e ,  N I H  
B la i r  Bui lding,  Room 428 
Bethesda, Maryland 20892-4200 
Telephone: (301)  427-8866 o r  427-8855 
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This  program is descr ibed  i n  t h e  Catalog of Federa l  Domestic Ass i s t ance  No. 13 .398 ,
Cancer Research Manpower. Awards w i l l  be made under t h e  a u t h o r i t y  o f  t h e  Publ ic  
Heal th  Se rv ice  A c t ,  Sec t ion  301 ( 4 2  USC 2 4 1 )  and Sec t ion  403 ( 4 2  USC 2 8 4 )  and 
adminis te red  under PHS Grant P o l i c i e s  and Federa l  Regulat ions,  most s p e c i f i c a l l y  a t  
42 CFR P a r t  52 and 42 CFR P a r t  7 4 .  This  program is no t  s u b j e c t  t o  t h e  

w r  	intergovernmental  review requirements  o f  Executive Order 12372 or t o  Heal th  Systems
Agency review. 

MINORITY PARTICIPATION I N  BIOMEDICAL RESEARCH (PA) 

P.T. 3 4 ,  FF; K.W. 0715085, 0715075, 0715135 

Nat iona l  I n s t i t u t e  o f  A r t h r i t i s  and Musculoskeletal  and Skin Diseases 

Nat iona l  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases 


The Heal th  and Human Se rv ices  Sec re t a ry ' s  Task Force on Black and Minori ty  Heal th  

w a s  charged wi th  i n v e s t i g a t i n g  t h e  h e a l t h  problems o f  Blacks,  Nat ive Americans,

Hispanics  and As iaWPac i f i c  I s l a n d e r s .  I n  a d d i t i o n  t o  s p e c i f i c  recommendations i n  a 

v a r i e t y  o f  areas, t h e  Task Force emphasized t h e  need f o r  cont inued r e sea rch  and 

a n a l y s i s  t o  inc rease  t h e  base of  s c i e n t i f i c  knowledge about f a c t o r s  t h a t  pu t 

m i n o r i t i e s  a t  g r e a t e r  r i s k  f o r  i l l n e s s  and dea th .  


The Nat iona l  I n s t i t u t e  o f  A r t h r i t i s  and Musculoskel ta l  and Skin  Diseases and t h e  

Nat iona l  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases recognize  t h e  

cont inuing ,  s i g n i f i c a n t  d i f f e r e n c e  between t h e  h e a l t h  o f  r a c i a W e t h n i c  m i n o r i t i e s  i n  

t h e  United S t a t e s  and t h e  genera l  popula t ion .  I n  o rde r  t o  reduce t h e  minor i ty 

h e a l t h  d i s p a r i t y ,  t h e s e  I n s t i t u t e s  seek  t o  s t i m u l a t e  r e sea rch  on both a c u t e  and 

chron ic  d i s e a s e s  i n  minor i ty  popula t ions .  Th i s  Program Announcement complements

o t h e r  ongoing a c t i v i t i e s  t o  inc rease  minor i ty  p a r t i c i p a t i o n  i n  biomedical r e sea rch  

supported by t h e s e  I n s t i t u t e s .  


A v a r i e t y  o f  support  mechanisms are a v a i l a b l e .  For f u r t h e r  information about  t h e  

appropr i a t e  mechanism, con tac t :  


Steven J .  Hausman, Ph.D. 

Deputy Di rec to r ,  Extramural A c t i v i t i e s  Program

Nat iona l  I n s t i t u t e  of A r t h r i t i s  and Musculoskeletal  and 

Skin Diseases 


y# 	Westwood Building,  Room 403C 
Bethesda. Maryland 20892 
Telephone: ( 3 0 1 )  496-7495 

Lois  F. L i p s e t t ,  Ph.D. 

Chief ,  Spec ia l  Programs Branch 

Divis ion  of  Diabetes ,  Endocrinology, and Metabolic Diseases 

National  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases 

Westwood Building,  Room 620 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7433 


Charles  Rodgers, Ph.D. 

Direc tor ,  Urology Program

Divis ion  o f  Kidney, Urologic,  and Hematologic Diseases 

Nat iona l  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases 

Westwood Bui ld ing ,  Room 609C 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7574 


Ralph L .  Bain, Ph.D. 

Direc to r ,  Diges t ive  Diseases Centers  Program

Divis ion  o f  Diges t ive  Diseases and N u t r i t i o n  

Nat iona l  I n s t i t u t e  of Diabetes  and Diges t ive  and Kidney Diseases 

Westwood Building,  Room 3A15 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-9717 


These programs are descr ibed  i n  t h e  Catalog o f  Federa l  Domestic Ass i s t ance  Nos. 

1 3 . 8 4 6 ,  1 3 . 8 4 7 ,  13 .848 ,  and 1 3 . 8 4 9 .  Awards w i l l  be made under t h e  a u t h o r i t y  o f  t h e  

Publ ic  Heal th  Serv ice  A c t ,  Sec t ion  301 ( 4 2  USC 2 4 1 )  and adminis te red  under PHS Grant 

P o l i c i e s  and Federa l  Regulat ions,  most s p e c i f i c a l l y  a t  42 CFR P a r t  52 and 45 CFR 

P a r t  7 4 .  This  program i s  not  sub jec t  t o  t h e  intergovernmental  review requirements 

of  Execut ive Order 12372,  or t o  Health Systems Agency review. 

-@ 
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RESEARCH ON CARDIOPULMONARY DISORDER O F  SLEEP (PA) 

P.T. 34; K.W. 0715040, 0715165, 0710100, 0705065, 1002019, 0785055 

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

The Div is ion  of Lung Diseases ( D L D )  of t h e  Nat iona l ,  Heart, Lung, and Blood 
I n s t i t u t e  ( N H L B I )  encourages t h e  submission o f  r e sea rch  g ran t  a p p l i c a t i o n s  r e l a t e d  
t o  b a s i c  and c l i n i c a l  r e sea rch  on cardiopulmonary d i s o r d e r s  dur ing  s l e e p .  

BACKGROUND 

Cardiopulmonary d i s o r d e r s  during s l e e p  and p a r t i c u l a r l y  t h e  sleep apnea syndrome, 

are now recognized as common c l i n i c a l  d i s o r d e r s  t h a t  can range i n  s e v e r i t y  from mild 

abnorma l i t i e s  i n  blood oxygen s a t u r a t i o n ,  fragmented s l e e p ,  and mild daytime 

drowsiness  t o  seve re  hypersomnolence, extreme hypoxia, and p o t e n t i a l l y  l i f e  

t h r e a t e n i n g  cardiopulmonary f a i l u r e .  The hal lmark o f  t h e  syndrome is excess ive  

daytime s l e e p i n e s s  and diminished q u a l i t y  o f  l i f e  dur ing  daytime. The preva lence  of 

s l e e p  apnea syndrome i n  t h i s  country is l a r g e l y  unknown; however, d a t a  from 

popula t ion  s t u d i e s  suggest  a prevalence o f  approximately 2 t o  4 percent  o f  t h e  

gene ra l  popula t ion ,  and a considerably h igher  inc idence  among those  who are obese o r  

hyper tens ive .  Research on t h e s e  d i s o r d e r s  has  increased  s t e a d i l y ,  and b a s i c  

r e sea rch  is r a p i d l y  becoming r e l evan t  t o  c l i n i c a l  problems and t r ea tmen t .  


RESEARCH GOALS AND SCOPE 


The goa l  o f  t h i s  program announcement is  t o  s t i m u l a t e  a m u l t i d i s c i p l i n a r y  approach 

t o  i n t e g r a t e  b a s i c  s l e e p  research ,  as it relates  t o  t h e  h e a r t  and lungs ,  t o  

recognizable  c l i n i c a l  cardiopulmonary d i s o r d e r s  o f  s l e e p .  


The r e sea rch  scope o f  t h i s  program is broad and w i l l  encompass a wide saectrum of 

b a s i c  and c l i n i c a l  r e sea rch  d i s c i p l i n e s  inc luding  a s p e c t s  o f  pulmonary medicine, 

cardiopulmonary physiology, pharmacology, sleep physiology, biochemistry,  molecular 

biology,  g e n e t i c s ,  and epidemiology. Thus, g ran t  a p p l i c a t i o n s  are i n v i t e d  on t o p i c s 

that may range from fundamental r e sea rch  on t h e  pathophysiology o f  s l e e p  d i so rde red  

cardiopulmonary func t ion  t o  c l i n i c a l  s t u d i e s  on t h e  d i agnos i s ,  t r ea tmen t ,  

management, p revent ion  and n a t u r a l  h i s t o r y  o f  cardiopulmonary s l e e p  d i s o r d e r s , 

i nc lud ing  t h e  r e l a t i o n s h i p  between hyper tens ion  and o v e r a l l  ca rd iovascu la r  

dysfunct ion  i n  p a t i e n t s  with c l i n i c a l  cardiopulmonary sleep d i s o r d e r s .  Some 

examples o f  r e l e v a n t  r e sea rch  areas are given below, but  a p p l i c a t i o n s  are no t  

l i m i t e d  t o  t h e s e  t o p i c s .  


1 Neural c o n t r o l  o f  r e s p i r a t i o n  dur ing  s l e e p  


The even t s  t h a t  i n i t i a t e ,  t e rmina te  and r e g u l a t e  t h e  du ra t ion  o f  an apneic  event  are 

c u r r e n t l y  unknown. I t  has  been r epor t ed  t h a t  r e s p i r a t o r y  modulated neuronal  

a c t i v i t i e s  a r e  depressed by q u i e t  s l eep ;  however, many neurons are r e l a t i v e l y 

unaf fec t ed  by s l e e p .  Addit ional  s t u d i e s  are needed us ing  c h r o n i c a l l y  instrumented, 

non-anesthet ized p repa ra t ions  during phys io logic  s l e e p  t o  d e f i n e  t h e  r o l e  of  t h e  CNS 

i n  c o n t r o l  o f  r e s p i r a t i o n  during s l e e p .  Other major ques t ions  on CNS c o n t r o l  o f  

brea th ing  dur ing  s l e e p  inc lude  t h e  o r i g i n  of  t h e  wakefulness s t imulus ,  s e p a r a t i o n  o f  

t h e  effects  o f  r e s p i r a t o r y  from non-resp i ra tory  neurons,  and d i f f e r e n t i a t i o n  of 

r e s p i r a t o r y  neu ra l  a c t i v a t i o n  on ches t  w a l l  v e r sus  upper airway motor neurons.  What 

r o l e  do t h e  CNS mechanisms which produce s l e e p  have i n  t h e  pa thogenes is  o f  

cardiopulmonary d i s tu rbances  dur ing  s l e e p ?  


2 Pharmacology 


A number o f  s t u d i e s  are underway on t h e  b a s i c  ques t ion  o f  t h e  neurochemical agents 

r e spons ib l e  for s l e e p .  However, v i r t u a l l y  nothing is  known concerning t h e  effects  

of t h e s e  p u t a t i v e  s l e e p  modulations on r e s p i r a t o r y  neurons,  nor has  any a t t e n t i o n  

been given t o  t h e  l i n k  between s l e e p  apnea and any of  t h e s e  neurochemicals.  The 

neurochemical agents  r e spons ib l e  f o r  s l e e p  may have re levance  f o r  t r ea tmen t  o f  

c l i n i c a l  cardiopulmonary s l e e p  d i s o r d e r s .  


3 Resp i ra t ion  and Metabolism 


There are a number of unresolved ques t ions  r e l a t e d  t o  t h e  r e g u l a t i o n  o f  t h e  

pharyngeal airway, t h e  pharmacology of  t h e  upper airway, and t h e  s t r u c t u r a l  changes 

of  t h e  bony and s o f t  t i s s u e  s t r u c t u r e s  o f  t h e  upper airway i n  o b s t r u c t i v e  s l e e p  

apnea t h a t  hold cons iderable  promise f o r  f u t u r e  r e sea rch .  S t u d i e s  are needed t o  

i d e n t i f y  t h e  primary s i t e  of  o b s t r u c t i o n  and i f  it v a r i e s  wi th in  o r  between 

s u b j e c t s ,  and i f  u s e f u l  information can only be obta ined  dur ing  s l e e p ,  o r  whether 

q u a n t i t a t i v e  anatomic measures during wakefulness can be r e l a t e d  t o  even t s  i n  s l e e p . 

S t u d i e s  are a l s o  needed t o  develop u s e f u l  animal models f o r  t h e  o b s t r u c t i v e  s l e e p  

apnea syndrome. S t u d i e s  i n v e s t i g a t i n g  t h e  mechanisms through which increased  body 
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weight c o n t r i b u t e s  t o  development o f  s l e e p  d i so rde red  b rea th ing ,  and t h e  l i n k  
between body weight,  upper airway anatomy and s l e e p  apnea need c l a r i f i c a t i o n .  
L a s t l y ,  s t u d i e s  o f  gender/sex hormone effects aimed a t  exp la in ing  t h e  m a l e  
predominance o f  s l e e p  d isordered  b rea th ing  might produce information wi th  
t h e r a p e u t i c  imp l i ca t ions .  

4 Genet ics  and Molecular Biology 

Sleep  apnea syndrome has  been shown t o  e x h i b i t  fami l ia l  c l u s t e r i n g .  Whether t h e r e  
is  s p e c i f i c  g e n e t i c  b a s i s  f o r  t h e s e  obse rva t ions  is unknown. However, w e l l  
documented d i s tu rbances  of  s l e e p  t h a t  are c l e a r l y  h e r e d i t a r y  pave t h e  way f o r  
molecular b i o l o g i s t s  t o  examine c e l l u l a r  r e c e p t o r s ,  specific p r o t e i n s ,  and p o s s i b l e
i d e n t i f y  gene abnorma l i t i e s .  

5 Cardiovascular  Function 

A number of  c l i n i c a l  and phys io log ica l  obse rva t ions  have poin ted  t o  a l i n k  between 
r e s p i r a t o r y  d i s o r d e r s  dur ing  s l e e p  and systemic hypertension.  It has  been es t imated  
t h a t  some 60-80 percent  o f  p a t i e n t s  with s l e e p  apnea have hyper tens ion .  However,
t h e r e  have been no r igo rous  card iovascular  s t u d i e s  t h a t  have been undertaken t o  
i n v e s t i g a t e  t h i s  r e l a t i o n s h i p .  For example, what a spec t  o f  s l e e p  d i s tu rbance  
produces hypertension,  and does s l e e p  fragmentat ion o r  s l e e p  d e p r i v a t i o n  produce
hyper tens ion?  It is a l s o  of  i n t e r e s t  t h a t  many ca rd iovascu la r  d i s e a s e s  have d i u r n a l  
v a r i a t i o n .  For example, s t r o k e s  and myocardial i n f r a c t i o n s  have been shown t o  occur  
mostly i n  t h e  e a r l y  morning hours .  Is t h e r e  any casua l  r e l a t i o n s h i p  between s l e e p  
s ta tes ,  r e s p i r a t o r y ,  and c i r c u l a t o r y  dynamics, which act i n  conce r t  t o  t r i g g e r  t h e s e  
f a t a l  events?  

6 Epidemiology 

Epidemiologic s t u d i e s  o f  p a t i e n t s  who develop cardiopulmonary d i s o r d e r s  o f  s l e e p  are 
badly  needed s i n c e  t h e  n a t u r a l  h i s t o r y  o f  t h e  s l e e p  apnea syndrome is  l a r g e l y
unknown. I n  add i t ion ,  t h e r e  is  no clear d i s t i n c t i o n  between pa thologic  and 
phys io logic  r e s p i r a t o r y  abnormal i t ies ,  nor is  t h e r e  a clear r e l a t i o n s h i p  between 
o b j e c t i v e  measures o f  d i sordered  brea th ing ,  s l e e p  d i s tu rbance ,  and morbidi ty  or 
m o r t a l i t y .  Fur ther  s t u d i e s  are needed t o  explore  t h e s e  ques t ions  t o  d e f i n e  n a t u r a l  
h i s t o r y  and d e l i n e a t e  c l i n i c a l  imp l i ca t ions  o f  s l e e p  f i n d i n g s .  

MECHANISM OF SUPPORT 

The support  mechanism f o r  g r a n t s  i n  t h i s  area w i l l  be t h e  t r a d i t i o n a l  
i n v e s t i g a t o r - i n i t i a t e d  r e sea rch  g r a n t .  Appl ica t ions  submit ted i n  response t o  t h i s  
announcement w i l l  be brought t o  t h e  a t t e n t i o n  o f  t h e  Nat ional  Heart, Lung, and Blood 
Advisory Council and w i l l  r e ce ive  s p e c i a l  cons ide ra t ion  f o r  support  by 2he NHLBI.  
The I n s t i t u t e  cons ide r s  t h i s  t h e  first phase i n  our long  range p l ans  t o  b u i l d  a 
program i n  cardiopulmonary s l e e p  r e sea rch ,  which inc ludes  t h e  p o s s i b i l i t y  o f  
announcing a new s p e c i a l i z e d  c e n t e r s  o f  r e sea rch  program i n  cardiopulmonary
d i s o r d e r s  o f  s l e e p  i n  t h e  f u t u r e .  I n s t i t u t e  s t a f f  would be w i l l i n g  t o  v i s i t  
p rospec t ive  programs t o  d i scuss  development of  r e sea rch  r e l a t e d  t o  cardiopulmonary
d i s o r d e r s  o f  s l e e p .  I n t e r e s t e d  persons are urged t o  con tac t  program s t a f f  f o r  
information r e l a t e d  t o  t h i s  announcement. 

APPLICATION AND REVIEW PROCEDURES 

The r e c e i p t  d a t e s  f o r  a p p l i c a t i o n s  submit ted i n  response t o  t h i s  announcement are 
October 1,  February 1, and June 1 .  Appl icants  should use t h e  r e g u l a r  r e sea rch  g r a n t
a p p l i c a t i o n  Form PHS 398, which is 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  ices 
o r  t h e  Div is ion  o f  Research Grants  ( D R G ) ,  N I H .  

Appl ica 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  Pub l i c  Heal th  Se rv ice  peer  review procedures  f o r  r e sea rch  g r a n t s  by t h e  
Div is ion  of Research Grants .  Review c r i t e r i a  inc lude  t h e  s i g n i f i c a n c e  and 
o r i g i n a l i t y  o f  t h e  r e sea rch  goa l s  and approaches; f e a s i b i l i t y  o f  t h e  r e sea rch  and 
adequacy o f  t h e  experimental  design;  r e sea rch  competence; adequacy o f  a v a i l a b l e  
f a c i l i t i e s ;  p rov i s ions  f o r  t h e  humane care o f  animals and human s u b j e c t s ,  and 
appropr i a t eness  of  t h e  requested budget r e l a t i v e  t o  t h e  work proposed. Funding
d e c i s i o n s  w i l l  be based on I n i t i a l  Review Groups' recommendations, and s p e c i a l
cons ide ra t ion  by t h e  Nat ional  Heart, Lung, and Blood Advisory Counci l .  
Secondary review f o r  a p p l i c a t i o n s  assigned o t h e r  i n s t i t u t e s  would be by t h e  
appropr i a t e  Nat ional  Advisory Council .  

To i d e n t i f y  responses  t o  this announcement check "yes" and put  "Research on 
Cardiopulmonary Disorders  o f  Sleep" under i tem 2 of page 1 o f  t h o s e  g ran t
a p p l i c a t i o n s  r e l a t i n g  t o  t h e  t o p i c s  i d e n t i f i e d  h e r e i n .  

av 
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The o r i g i n a l  and s i x  cop ies  o f  t h e  a p p l i c a t i o n  should be 

mailed t o  t h e  fo l lowing  addre881 


Appl ica t ion  Receipt  Office 

Divis ion  o f  Research Grants  

National  I n s t i t u t e s  o f  Heal th  

Westwood Building,  Room 240 

Bethesda, Maryland 20892nx d. 


The DRG will a s s i g n  a p p l i c a t i o n s  f o r  review according t o  t h e  

N I H  process  f o r  r e sea rch  g ran t  a p p l i c a t i o n s .  


For f u r t h e r  information a p p l i c a n t s  may c o n t a c t :  


James P .  Ki ley,  Ph.D. 

S t r u c t u r e  and Function Branch 

Divis ion  o f  Lung Diseases 

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  

Westwood Building,  Room 6A07 

Bethesda, Maryland 20892 


. Telephone : (3011 496-71 71 

This  program is  descr ibed  i n  t h e  Catalog o f  Federa l  Domestic Ass is tance  No 13.838,
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