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POTICE 

CONFERENCE ON COMPLIANCE WITH NEW ANIMAL WELFARE REGULATIONS 

1-H 
P.T. 42; K.W. 1014003, 0201011 

S c i e n t i s t s  Center  f o r  Animal Welfare 

The S c i e n t i s t s  Center  f o r  Animal Welfare is hold ing  a conference ,  "Animal 

Research and T e s t i n g :  Humane F r o n t i e r s , "  on October 8-9, 1987, i n  coope ra t ion 

with  The Rocke fe l l e r  Un ive r s i ty .  It w i l l  be he ld  on campus i n  N e w  York C i t y . 

Many c u r r e n t  i s s u e s  w i l l  be addressed,  i nc lud ing  e f f e c t i v e  Animal Care and U s e  

Committees, p r o t o c o l  review, and animal f a c i l i t y  i n s p e c t i o n s .  F i r s t - t i m e  

n a t i o n a l  p o l i c i e s  governing f i e l d  r e s e a r c h  w i l l  be announced and d i scussed .  

This  s e s s i o n  is  of  p a r t i c u l a r  concern t o  Animal Care and U s e  Committees which 

need t o  review p r o t o c o l s  involv ing  wi ld  animals .  The conference  f a c u l t y  is  

composed of  n a t i o n a l l y  and i n t e r n a t i o n a l l y  recognized e x p e r t s .  For more 

in format ion  and complete program, p l e a s e  c o n t a c t :  


Lee Kru l i sch  

S c i e n t i s t s  Center  f o r  Animal Welfare 

4805 S t .  Elmo Avenue 

Bethesda, Maryland 20814 

Telephone: (301)  654-6390 


DATED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

LEADERSHIP AND EXCELLENCE I N  ALZHEIMER'S DISEASE (LEAD) AWARD 

RFA AVAILABLE: 87-AG-05 

P.T. 34; K.W. 0715180, 0710010, 0710030 

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

4d Appl i ca t ion  Rece ip t  Date: November 23, 1987 

BACKGROUND 

The U.S. Congress, through 42 U.S.C. 11231 ( P.L .  99-660, s e c t i o n  931) has  
au tho r i zed  t h e  Nat iona l  I n s t i t u t e  on Aging ( N I A )  t o  make one o r  more awards t o  
s e n i o r  r e s e a r c h e r s  who have made d i s t i n g u i s h e d  achievements r e l a t i n g  t o  
Alzheimer 's  d i s e a s e  (AD) and r e l a t e d  dementias .  Awardees would be expected t o  
use  some o f  t h e  funds provided them t o  suppor t  and develop e x c e p t i o n a l l y
promising j u n i o r  r e s e a r c h e r s  who are working on AD o r  r e l a t e d  dementias .  

PROGRAM OBJECTIVES AND SCOPE 


The o b j e c t i v e s  of  t h i s  program are t o  h e l p  s t r e n g t h e n  t h e  c a p a b i l i t i e s  o f  
e s t a b l i s h e d  s e n i o r  i n v e s t i g a t o r s  who have d i s t i n g u i s h e d  r eco rds  i n  biomedical 
r e s e a r c h  on AD, by provid ing  up t o  seven y e a r s  of  suppor t ,  t h u s  a l lowing  t h e  
r e c i p i e n t s  t h e  t i m e  t o  devote  t o  r e s e a r c h  and t h e  development of  ou t s t and ing
less e s t a b l i s h e d  biomedical  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  working on AD 
and r e l a t e d  dementias .  

The s e n i o r  s c i e n t i s t  is t o  be t h e  f o c a l  p o i n t  of  t h i s  award. That i n d i v i d u a l  
is t o  provide  l e a d e r s h i p  on r e s e a r c h  i n  AD and r e l a t e d  dementias  o f  ag ing .
Relevant a c t i v i t i e s  are p rov i s ion  of  encouragment and a s s i s t a n c e  t o  o t h e r  
f a c u l t y  members so t h a t  t hey  may i n t e g r a t e  i s s u e s  of  ag ing  and AD and o t h e r  
r e l a t e d  dementias i n t o  t h e i r  r e s e a r c h  and t each ing ,  o r g a n i z a t i o n  and conduct 
of  r e s e a r c h  and development of  cour ses  on t h e s e  i s s u e s ,  r ec ru i tmen t  and 
development o f  j u n i o r  i n v e s t i g a t o r s ,  and i n t e g r a t i o n  of  AD-related a c t i v i t i e s  
among and wi th in  t h e  v a r i o u s  u n i t s  of  h i s  o r  h e r  i n s t i t u t i o n .  Th i s  i n d i v i d u a l  
should have t h e  a c t i v e  and con t inu ing  suppor t  o f  t h e  p r i n c i p a l  execu t ive  
o f f i c i a l s  of  t h e  i n s t i t u t i o n ,  and t h e  i n s t i t u t i o n  should be s t r o n g l y  committed 
t o  t h e  o b j e c t i v e s  of  t h i s  program. P rospec t ive  awardees must demonstrate  a 
s t r o n g  commitment t o  and h i s t o r y  of r e s e a r c h  on AD and r e l a t e d  dementias of 
t h e  aged. 

It is hoped t h a t  t h i s  award w i l l  s t i m u l a t e  t h e  r e c i p i e n t  i n s t i t u t i o n ( s )  t o  
*CM' develop s u b s t a n t i a l  cont inued suppor t  such as endowed c h a i r c s )  f o r  AD and 

r e l a t e d  dementias  of ag ing  when t h i s  award i s  t e rmina ted .  
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I n  deve lop ing  t h e i r  p r o p o s a l s ,  a p p l i c a n t s  must i n c l u d e  t h e  fo l lowing  t h r e e  
componentsr 

A .  S a l a r y  suppor t  f o r  t h e  a p p l i c a n t .  The pr imary i n t e n t i o n  o f  t h i s  component
i s  t o  p rov ide  con t inued  and s t a b l e  s a l a r y  s u p p o r t  f o r  t h e  d u r a t i o n  of t h e  
award, t h u s  p e r m i t t i n g  t h e  awardee t ime  t o  devo te  t o  t h e  g o a l s  o f  t h i s  award 
wh i l e  be ing  r e l i e v e d  o f  o t h e r  competing r e s p o n s i b i l i t i e s .  

B. S a l a r y  s u p p m t  f o r  a t  l e a s t  one b u t  n o t  more t h a n  t h r e e  j u n i o r  r e s e a r c h e r s  
who demons t r a t e -excep t iona l  promise t o  conduct r e s e a r c h  i n  t h e  area o f  ag ing
and AD and r e l a t e d  dementias .  The pr imary i n t e n t i o n  o f  t h i s  component is  t o  
p rov ide  con t inued  and s t a b l e  s a l a r y  suppor t  f o r  t h e  d u r a t i o n  o f  t h e  award t o  
o u t s t a n d i n g  and promising j u n i o r  i n v e s t i g a t o r s  who would have t h e  o p p o r t u n i t y  
t o  develop as  r e s e a r c h e r s  under t h e  c l o s e  t u t e l a g e  o f  t h e  s e n i o r  awardee. 

C .  Research Support .  The pr imary i n t e n t i o n  o f  t h i s  component i s  t o  s u p p o r t  t h e  
r e s e a r c h  program(s1 o f  t h e  s e n i o r  i n v e s t i g a t o r  i n  t h e  fo l lowing  ways: 

o 	 Expinsion o f  t h e  -cope o f  c u r r e n t l y  funded r e s e a r c h  i n t o  new l i nes  
o f  i n q u i r y  th rough  novel  t e c h n i q u e s  or approaches and by t h e  
a d d i t i o n  o f  p e r s o n n e l .  

o 	 Support  or expansion o f  t h e  r e s e a r c h  o f  t h e  j u n i o r  i n v e s t i g a t o r ( s 1
for up t o  t h r e e  y e a r s .  

o 	 Support  o f  i n n o v a t i v e  or o p p o r t u n i s t i c  r e s e a r c h  on ag ing  and AD and 
r e l a t e d  dementias  as p i l o t  s t u d i e s  f o r  no more t h a n  two y e a r s .  

REVIEW PROCEDURES AND CRITERIA 

A l l  a p p l i c a t i o n s  responding t o  t h i s  RFA w i l l  b e  reviewed f o r  s c i e n t i f i c  
t e c h n i c a l  m e r i t  by an I R G  which w i l l  be convened by t h e  N I A .  The fo l lowing
f a c t o r s  w i l l  be cons ide red  i n  t h e  e v a l u a t i o n  o f  each  a p p l i c a t i o n :  

o S c i e n t i f i c  meri t  o f  t h e  r e s e a r c h .  

o 	 Background, p r o d u c t i v i t y ,  and commitment o f  t h e  a p p l i c a n t
i n v e s t i g a t o r  i n  t h e  area o f  ag ing  and AD and r e l a t e d  dementias .  

o 	 Like l ihood  o f  award t o  f o s t e r  expansion and b reak  new ground i n  AD 
r e s e a r c h .  E x p l o r a t i o n  o f  i n n o v a t i v e  i d e a s  is encouraged ove r  a 
s imple  c o n t i n u a t i o n  o f  p r e v i o u s  l i n e s  o f  i n q u i r y .  

o L ike l ihood  o f  con t inued  p r o d u c t i v i t y  and innova t ion .  

o A b i l i t y  t o  f o s t e r  development o f  j u n i o r  f a c u l t y  and r e s e a r c h e r s .  

o P lan  o f  r e s e a r c h  development o f  t h e  j u n i o r  i n v e s t i g a t o r ( s 1 .  

o 	 Commitment of  t h e  i n s t i t u t i o n  t o  s t r e n g t h e n i n g  i t s  r e s e a r c h  and 
o t h e r  a c t i v i t i e s  i n  AD and o t h e r  dementias  o f  a g i n g .  

o Scope and n a t u r e  o f  a c t i v i t i e s  t o  enhance research i n  t h e s e  areas. 

SPECIAL INFORMATION 

o 	 The N I H  and ADAMHA u rge  a p p l i c a n t s  f o r  g r a n t s  and o f f e r o r s  for 
c o n t r a c t s  t o  g i v e  added a t t e n t i o n  (where f e a s i b l e  and a p p r o p r i a t e )  
t o  t h e  c o n s i d e r a t i o n  o f  m i n o r i t i e s  and women i n  r e s e a r c h  i n t o  t h e  
e t i o l o g y  o f  d i s e a s e s ,  r e s e a r c h  i n  b e h a v i o r a l  and s o c i a l  s c i e n c e s ,
c l i n i c a l  s t u d i e s  of  t r e a t m e n t  and t r e a t m e n t  outcomes, research on 
t h e  dynamics o f  h e a l t h  care and i t s  impact  on d i s e a s e ,  and 
a p p r o p r i a t e  i n t e r v e n t i o n s  f o r  d i s e a s e  p r e v e n t i o n  and h e a l t h  
promotion. If m i n o r i t i e s  are n o t  i nc luded  i n  a given s tudy ,  a 
c l e a r  r a t i o n a l e  f o r  t h e i r  e x c l u s i o n  should be  provided.  

METHOD OF APPLYING 

The a p p l i c a t i o n  must be submi t t ed  on t h e  9 / 8 6  r e v i s i o n  o f  form PHS 398, t h e  
a p p l i c a t i o n  f o r  t h e  t r a d i t i o n a l  r e s e a r c h - p r o j e c t  g r a n t .  To i d e n t i f y  t h e s e  
a p p l i c a t i o n s  a s  be ing  i n  r e sponse  t o  t h e  RFA, check "yes" on i t e m  2 o f  page 1 
o f  t h e  a p p l i c a t i o n  and e n t e r  t h e  t i t l e :  "Leadership and Exce l l ence  in 
Alzheimer 's  Disease" and t h e  RFA number 87-AG-05. 

The RFA l a b e l  a v a i l a b l e  i n  t h e  9/86 r e v i s i o n  o f  A p p l i c a t i o n  Form 398 must be 
a f f i x e d  t o  t h e  bottom o f  t h e  face page. F a i l u r e  t o  u s e  t h i s  l a b e l  cou ld  
r e s u l t  i n  delayed p r o c e s s i n g  o f  t h e  a p p l i c a t i o n  such  t h a t  it may n o t  r e a c h  t h e  
review committee i n  t i m e  for review. 
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Appl i ca t ions  must be r ece ived  by November 23, 1987 f o r  e a r l i e s t  s t a r t i n g  d a t e  

o f  J u l y  1 ,  1988. If r ece ived  l a t e ,  t h e  a p p l i c a t i o n  w i l l  be r e tu rned  without  

review.  Up t o  f i v e  awards may be g ran ted  based upon a v a i l a b i l i t y  of funds and 

t h e  number o f  m e r i t o r i o u s  a p p l i c a t i o n s .  


Appl icants  are encouraged t o  o b t a i n  supplemental  in format ion  and t o  d i s c u s s  

t h e i r  p l ans  wi th  and d i r e c t  any o t h e r  i n q u i r i e s  t o :  


Associa te  D i r e c t o r  

Neuroscience and Neuropsychology o f  Aging Program

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

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

Bui ld ing  31 - Room 5C27 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-9350 


Appl i ca t ion  k i t s  may be secured  from i n s t i t u t i o n a l  o f f i c e s  o f  g r a n t s  and 

c o n t r a c t s  o r  from: 


O f f i c e  of  Grants  I n q u i r i e s 

Div i s ion  of  Research Grants  

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

WestwoGd Bui ld ing  - Rom 449 

5333 Westbard Avenue 

Bethesda, Maryland 20892 


Mail t h e  complete a p p l i c a t i o n  and f o u r  cop ie s  t o :  


Divis ion  o f  Research Grants  

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

Westwood Bu i ld ing  - Room 240 

Bethesda, Maryland 20892xz 


To e x p e d i t e  review, two exac t  c o p i e s  should be s e n t  t o :  

D r .  Marvin K a l t  

S c i e n t i f i c  Review Of f i ce  

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

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

Bui ld ing  31 - Room 5C12 

Bethesda, Maryland 20892 


DEVELOPMENT, VALIDATION AND APPLICATION OF BIOCHEMICAL 

MARKERS OF HUMAN EXPOSURE OR SUSCEPTIBILITY FOR USE I N  

EPIDEMIOLOGIC STUDIES 


RFA AVAILABLE: 87-CA-34 

P.T. 34; K . W .  0715035, 0785055, 1003002 

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

L e t t e r  of I n t e n t  Rece ip t  Date:  November 16, 1987 
App l i ca t ion  Rece ip t  Date: December 10,  1987 
S t a r t  Date: J u l y  1 ,  1988 

The Div i s ion  o f  Cancer E t io logy  ( D C E ) ,  Nat iona l  Cancer I n s t i t u t e  ( N C I ) ,
i n v i t e s  a p p l i c a t i o n s  f o r  coope ra t ive  agreements t o  f u r t h e r  t h e  effect ive use 
of  biochemical  markers as exposure o r  s u s c e p t i b i l i t y  i n d i c e s  i n  f u t u r e  
epidemiologic  s t u d i e s .  Although t h e  awards w i l l  be made and managed by t h e  
N C I ,  s t a f f  involvement and p a r t i c i p a t i o n  i n  funding on t h e  p a r t  o f  t h e  
Nat iona l  I n s t i t u t e  f o r  Occupat ional  Sa fe ty  and Heal th  (NIOSH), t h e  Nat iona l  
I n s t i t u t e  of  Environmental Heal th  Sc iences  (NIEHS) and t h e  Environmental  
P r o t e c t i o n  Agency (EPA) is  a n t i c i p a t e d .  

The purpose of t h i s  announcement is  t o  s o l i c i t  a p p l i c a t i o n s  d i r e c t e d  toward 
t h e  f u r t h e r  development of  biochemical  markers of  exposure o r  s u s c e p t i b i l i t y  
t o  i n c r e a s e  t h e  power of  epidemiologic  s t u d i e s  i n  which t h e y  can be u t i l i z e d .  
It is hoped t h a t  t h e  f i n d i n g s  from such s t u d i e s  would be widely a p p l i e d  by t h e  
epidemiologic  r e s e a r c h  community i n  t h e  des ign  of  f u t u r e  s t u d i e s .  

The s p e c i f i c  o b j e c t i v e  of  t h e  i n i t i a t i v e  is t o  encourage i n v e s t i g a t i o n s
designed t o  develop,  c h a r a c t e r i z e ,  v a l i d a t e  and apply biochemical  markers o f  
human exposure (which has  occurred i n  t h e  r e c e n t  o r  d i s t a n t  p a s t )  o r  
s u s c e p t i b i l i t y ,  which would be u s e f u l  i n  t h e  conduct o f  epidemiologic  s t u d i e s .  
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Appl i ca t ions  funded under t h i s  RFA w i l l  be suppor ted  through t h e  coope ra t ive
agreement mechanism. An a s s i s t a n c e  r e l a t i o n s h i p  w i l l  e x i s t  between f e d e r a l  
s t a f f  and t h e  awardees t o  accomplish t h e  purpose of  t h e  a c t i v i t y .  A s  more 
comple te ly  desc r ibed  i n  t h e  RFA, t h e  r e c i p i e n t s  w i l l  be  t o t a l l y  r e s p o n s i b l e
f o r  t h e  development and conduct o f  t h e  r e s e a r c h .  Involvement o f  s taff  members 
o f  t h e  Federa l  o r g a n i z a t i o n s  s p e c i f i e d  above w i l l  be  non-d i r ec t ive  and w i l l  
n o t ,  under any c i rcumstance ,  c o n t r o l  t h e  r e s e a r c h  a c t i v i t i e s  t o  be c a r r i e d  
o u t .  It w i l l  be  l i m i t e d  t o  1 )  c o n s u l t i n g  on proposed methodologies t o  
maximize t h e i r  ep idemiologic  u t i l i t y ,  2)  prov id ing  a r e source  o f  i n fo rma t ion  
on t h e  e x t e n t  and d i s t r i b u t i o n  o f  exposures ,  3 )  p rov id ing  informat ion  on, and 
a c c e s s  t o ,  c o h o r t s  of i n d i v i d u a l s  which could  p rov ide  m a t e r i a l  f o r  methods 
development and v a l i d a t i o n ,  and 4) f a c i l i t a t i n g  t h e  exchange o f  in format ion  
and materials among t h e  awardees.  Non-profi t  and f o r - p r o f i t  o r g a n i z a t i o n s  and 
i n s t i t u t i o n s  may app ly .  I t  i s  a n t i c i p a t e d  t h a t  about  s i x  ( 6 )  awards w i l l  b e  
made under t h i s  RFA. 

Copies o f  t h e  complete  Request f o r  App l i ca t ions  and a d d i t i o n a l  i n fo rma t ion  may
be ob ta ined  from: 

A . R .  P a t e l ,  Ph.D. 
Extramural  Programs Branch 
Landow Bui ld ing ,  Room 8C16 
Na t iona l  Cancer I n s t i t u t e  
Bethesda, Maryland 20892 
Telephone: (301) 496-9600 

O N G O I N G  PROGRAM ANNOUNCEMENTS 

EPIDEMIOLOGIC STUDIES OF CHRONIC FATIGUE SYNDROME 

P.T. 3 4 ;  K.W. 0715125, 0755030, 0785055, 0785035, 1 0 0 2 0 4 5 ,  0710070, 0785110 

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

App l i ca t ion  ?.,ceipt Dates: February 1 ,  June  1 and October 1 

I .  PURPOSE 

The Na t iona l  I n s t i t u t e  o f  A l l e rgy  and I n f e c t i o u s  Di seases  i n v i t e s  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  a p p l i c a t i o n s  t o  s tudy  t h e  epidemiology o f  c h r o n i c  
f a t i g u e  syndrome and ch ron ic  Epstein-Barr  v i r u s  infection--commonly c a l l e d  
"CEBV"--to advance unders tanding  o f  t h e  preva lence ,  e t i o l o g y  and n a t u r a l  
h i s t o r y  o f  t h e s e  syndromes. I n t e r e s t  i s  focused  on t h e  r o l e  o f  v i r u s e s  i n  
e t i o l o g y .  Support  w i l l  be  through i n d i v i d u a l  r e s e a r c h  g r a n t s .  

11. DISCIPLINES AND EXPERTISE 

The complexi ty  o f  t h e  problem is  such t h a t  an  i n t e r d i s c i p l i n a r y  approach w i l l  
be  r e q u i r e d .  Although N I A I D ' s  i n t e r e s t  is p r i m a r i l y  i n  c a s e s  wi th  i n f e c t i o u s  
d i s e a s e  e t i o l o g y - - e s p e c i a l l y  v i r a l  d i s e a s e ,  b a s i c  ep idemiologic  d a t a  are 
needed t o  p r o p e r l y  estimate t h e  p r o p o r t i o n s  o f  p a t i e n t s  p r e s e n t i n g  wi th  
symptoms o f  c h r o n i c  f a t i g u e  who have mal ignant ,  metabol ic ,  p s y c h i a t r i c  o r  
o t h e r  unde r ly ing  c h r o n i c  d i s e a s e  which could  account  f o r  t h e  symptoms. To 
e s t a b l i s h  a p p r o p r i a t e  d i f f e r e n t i a l  d i a g n o s t i c  a lgo r i thms ,  e x p e r t i s e  w i l l  b e  
needed i n  epidemiology, medicine,  v i r o l o g y ,  immunology, neurology and 
p s y c h i a t r y .  

111. BACKGROUND 

Epstein-Barr  v i r u s  (EBV) is  t h e  major cause  o f  a c u t e  i n f e c t i o u s  mononucleosis.  
Once i n f e c t e d  wi th  EBV, persons  ha rbor  t h e  v i r u s  f o r  l i f e  and may expe r i ence
c l i n i c a l  e x a c e r b a t i o n s  i f  immunosuppressed. 

I n f e c t i o u s  mononucleosis p a t i e n t s  u s u a l l y  r ecove r  w i t h i n  a f e w  weeks, b u t  a 
few p a t i e n t s  con t inue  t o  expe r i ence  symptoms-- n o t a b l y  f a t i g u e ,  i n t e r m i t t e n t  
s o r e  t h r o a t ,  t e n d e r  lymph nodes and f eve r - - fo r  months, even y e a r s .  Thus,
ch ron ic  a c t i v e  EBV i n f e c t i o n  has  been recognized  f o r  a l ong  t i m e  as a rare 
seque la  o f  i n f e c t i o u s  mononucleosis.  

Recent ly ,  i n c r e a s i n g  numbers o f  persons  wi th  symptoms compat ib le  wi th  
p e r s i s t e n t  i n f e c t i o u s  mononucleosis,  bo th  w i t h  and wi thout  a c l i n i c a l  h i s t o r y
o f  i n f e c t i o u s  mononucleosis a t  some t i m e  i n  t h e  p a s t ,  are be ing  diagnosed as 
having  p o s s i b l e  ch ron ic  EBV i n f e c t i o n .  P rev ious ly  such persons  were o f t e n  
diagnosed as having s p o r a d i c  n e u r a s t h e n i a  o r  ch ron ic  f a t i g u e  syndrome.
Occas iona l ly ,  ou tb reaks  o f  t h i s  syndrome were r e p o r t e d  and t h e  label epidemic
n e u r a s t h e n i a  was o f t e n  used .  
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Chronic f a t i g u e  syndrome has  caused g r e a t  anguish t o  p a t i e n t s  because of  t h e  
nonspec i f i c ,  y e t  d e b i l i t a t i n g  c h a r a c t e r  o f  t h e  i l l n e s s .  I n  t h e  absence of  
c l e a r  c l i n i c a l  s i g n s  and known e t i o l o g y ,  p a t i e n t s  may be i n a p p r o p r i a t e l y
l a b e l e d  as s u f f e r i n g  from depres s ion  o r  n e u r o s i s .  

The no t ion  t h a t  t h e  i l l n e s s  i s  caused by EBV is being widely p u b l i c i z e d .
Unfor tuna te ly ,  ch ron ic  EBV i n f e c t i o n  cannot be diagnosed l e g i t i m a t e l y  i n  most 
cases, because o rd ina ry  l a b o r a t o r y  t e s t s  do no t  d i s c r i m i n a t e  between t h o s e  who 
c a r r y  t h e  v i r u s  wi thout  c l i n i c a l  d i s e a s e ,  t h o s e  with ch ron ic  f a t i g u e ,  and 
t h o s e  wi th  documented r e a c t i v a t e d  i n f e c t i o n s .  Some p a t i e n t s  p rev ious ly
thought  t o  have had CEBV subsequent ly  have been found t o  be se ronega t ive .  

Despi te  t h e s e  problems, accumulat ing evidence i n d i c a t e s  t h a t  EBV may be 
e t i o l o g i c a l l y  r e l e v a n t  i n  an as y e t  undetermined f r a c t i o n  of  c a s e s .  O f  
p a r t i c u l a r  i n t e r e s t  are r e c e n t  r e s e a r c h  r e p o r t s  which i n d i c a t e  t h a t  
r e a c t i v a t e d  i n f e c t  i o n s  may be a s s o c i a t e d  wi th  s e l e c t i v e  d e f i c i e n c y  i n  an t ibody 
t o  EBNA-1, an EBV nuc lea r  a n t i g e n  c r i t i c a l  f o r  maintenance of  v i r a l  l a t e n c y  i n  
i n f e c t e d  ce l l s .  A small subse t  of  p a t i e n t s  p r e s e n t i n g  wi th  ch ron ic  f a t i g u e
syndrome have a similar an t ibody p a t t e r n .  These f i n d i n g s  no t  on ly  i n d i c a t e  an 
e t i o l o g i c  r o l e  f o r  EBV i n  c e r t a i n  c a s e s  of ch ron ic  f a t i g u e  syndrome, bu t  a l s o  
sugges t  t h e  p o s s i b i l i t y  t h a t  o t h e r  l a t e n t ,  r e a c t i v a t a b l e  v i r a l  i n f e c t i o n s  
might p l ay  a similar r o l e .  

Research on p a t i e n t  s u b s e t s  most l i k e l y  t o  be e t i o l o g i c a l l y  r e l a t e d  t o  EBV o r  
o t h e r  v i r u s e s  is hampered by t h e  i n c r e a s i n g  frequency wi th  which t h e  l a b e l  o f  
ch ron ic  EBV i n f e c t i o n  is be ing  app l i ed  and t h e  d i v e r s i t y  and l a c k  of  r i g o r  of  
d i a g n o s t i c  c r i t e r i a  being used .  Th i s  d i l u t e s  t h e  p a t i e n t  s tudy  popu la t ions
with cases o f  d i v e r s e  e t i o l o g y  and confounds a t t empt s  t o  develop meaningful
d i s c r i m i n a t o r y  t es t s  f o r  v i r a l  a s s o c i a t e d  d i s e a s e .  

I V .  RESEARCH OBJECTIVES AND SCOPE 

S c i e n t i f i c a l l y  sound populat ion-based epidemiologic  s t u d i e s  o f  ch ron ic  f a t i g u e
syndrome are needed i n  o rde r  t o  assess t h e  burden i n  t h e  gene ra l  popu la t ion
and t o  provide  an a p p r o p r i a t e  popu la t ion  i n  whom v i r a l  immunologic comparisons 
can be made. C l e a r l y  s p e c i f i e d  i n c l u s i o n  and exc lus ion  c r i t e r i a  f o r  ca se  
d e f i n i t i o n  w i l l  be  e s s e n t i a l  from t h e  o u t s e t .  Comprehensive c l i n i c a l  and 
l a b o r a t o r y  s t u d i e s  i n  a r e p r e s e n t a t i v e  sample of  t h e  case popu la t ion  a r e  
needed t o  e s t i m a t e  t h e  p ropor t ion  t h a t  may be due t o  r e a c t i v a t e d  EBV o r  t o  
i n v e s t i g a t e  o t h e r  p o s s i b l e  i n f e c t i o u s  e t i o l o g i c  a s s o c i a t i o n s .  Of p a r t i c u l a r
i n t e r e s t  is t h e  r e c e n t l y  i s o l a t e d  lymphotropic  he rpesv i rus ,  HBLV, a l s o  c a l l e d  
human he rpes  v i r u s  type  6 .  The p o s s i b l e  r o l e  of  dua l  i n f e c t i o n  i n  e t i o l o g y
should be cons ide red .  Reported gender d i f f e r e n c e s  a l s o  merit e v a l u a t i o n .  

In-depth s t u d i e s  of  p a t i e n t  subgroups we l l  de f ined  e i t h e r  c l i n i c a l l y  o r  on t h e  
b a s i s  o f  v i r o l o g i c  parameters  should inc lude  assessment of immunologic
i n t e g r i t y .  

V .  MECHANISMS OF SUPPORT AND REVIEW PROCEDURE 

Support  f o r  t h i s  announcement w i l l  be through t h e  t r a d i t i o n a l  r e s e a r c h  p r o j e c t
g r a n t  ( R o l l .  Appl i ca t ions  i n  response  t o  t h i s  announcement w i l l  be reviewed 
i n  compet i t ion  wi th  o t h e r  a p p l i c a t i o n s  and i n  accordance with t h e  usua l  
Nat iona l  I n s t i t u t e s  of  Heal th  pee r  review procedures .  The i n i t i a l  review f o r  
s c i e n t i f i c  and t e c h n i c a l  merit w i l l  be made by an a p p r o p r i a t e  review group of 
t h e  Div i s ion  of  Research Grants ,  N I H ;  secondary review w i l l  be by an 
a p p r o p r i a t e  Nat iona l  Advisory Diseases  Counci l .  Funding d e c i s i o n s  w i l l  be  
based upon r e l a t i v e  s c i e n t i f i c  merit, program re l evance ,  and t h e  a v a i l a b i l i t y
of  appropr i a t ed  funds .  

V I .  APPLICATION PROCEDURE 

App l i ca t ions  w i l l  be accepted  i n  accordance with t h e  r e c e i p t  d a t e s  l i s t e d  
above and should be submit ted on form PHS 398 ( r e v .  9 /86 ) .  App l i ca t ion  k i t s  
a r e  a v a i l a b l e  i n  t h e  bus iness  o r  g r a n t s  and c o n t r a c t s  o f f i c e s  of  most academic 
and r e s e a r c h  i n s t i t u t i o n s  o r  may be obta ined  from: 

Office o f  Grants  I n q u i r i e s
Div i s ion  of  Research Grants  
Nat iona l  I n s t i t u t e s  of Heal th  
Westwood Bui ld ing ,  Room 449 
Bethesda, Maryland 20892 
Telephone: ( 3 0 1 )  496-7441 

On t h e  f i rs t  ( f a c e )  page, item 2, of  t h e  a p p l i c a t i o n ,  t h e  word "Yes" should be 
checked and t h e  phrase  " N I A I D  PROGRAM ANNOUNCEMENT ON EPIDEMIOLOGY OF CHRONIC 
FATIGUE SYNDROMEt1 should be typed  i n  t h e  space provided .  
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The o r i g i n a l  and f i v e  c o p i e s  of  t h e  a p p l i c a t i o n  should be s e n t  t o :  

App l i ca t ion  Rece ip t  Of f i ce  
Div i s ion  o f  Research Grants  
Nat iona l  I n s t i t u t e s  o f  Heal th  
Westwood Bui ld ing ,  Room 240 
Bethesda, Maryland 20892x36 

One exac t  copy of t h e  a p p l i c a t i o n  should be s e n t  t o  t h e  s ta f f  person l i s t e d  
below. 

V I I .  STAFF CONTACT 

I n v e s t i g a t o r s  are encouraged t o  c o n t a c t :  

Ann Schluederberg,  Sc.  D .  
Virology Program O f f i c e r  
Bac te r io logy  and Virology Branch 
Nat iona l  I n s t i t u t e s  of  Heal th  
Westwood Bui ld ing ,  Room 736 
Bethesda, Maryland 20892 
Telephone: ( 3 0 1 )  496-7453 

This  program is  desc r ibed  i n  t h e  Cata log  of Federa l  Domestic Ass i s t ance  No. 
1 3 . 8 5 6 ,  Microbiology and I n f e c t i o u s  Diseases  Research.  Awards w i l l  be  made 
under t h e  a u t h o r i t y  of t h e  Pub l i c  Heal th  S e r v i c e  A c t ,  T i t l e  111, Sec t ion  301 
( P u b l i c  Law 7 8 - 4 1 0 ,  as amended; 42 USC 2 4 1 )  and adminis te red  under PHS g r a n t
p o l i c i e s  and Federa l  Regula t ions  42 CFR Part  5 2  and 45 CFR P a r t  7 4 .  This  
program is  no t  s u b j e c t  t o  t h e  in te rgovernmenta l  review requi rements  of  
Execut ive Order 12372 o r  Heal th  Systems Agency. 
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