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NOTICE OF POLICY CHANGE 

P.T. 22; K.W. 0720005, 1014006 

Alcohol, Drug Abuse, and Mental Heal th Admin is t ra t ion 

The Alcohol, Drug Abuse, and Mental Heal th Admin is t ra t ion (ADAMHA) announces t h a t  e f f e c t i v e  i d i a t e l y ,  
app l i ca t i ons  f o r  the I n d i v i d u a l  Nat ional  Research Service Award (NRSA) must be acconpanied by a t  l eas t  three 
completed, sealed, reference l e t t e r s  (as descr ibed i n  the i n s t r u c t i o n s  f o r  a p p l i c a t i o n  form PHS 416-1). 
Appl icat ions not  conta in ing these l e t t e r s  w i l l  be returned t o  the appl icant  wi thout  review. 

The rece ip t  and review schedule f o r  t he  N I H  and ADAMHA NRSA Ind i v idua l  Fel lowship awards i s  unchanged. The 
f o l l o w i n g  schedule remains i n  e f f e c t :  

RECEIPT I N I T I A L  REVIEW APPROXIMATE START DATE 

Jan 10 Jun/Jul 
May 10 Oct/Nov 
Sep 10 Feb/Ma r 

NATIONAL WORKSHOPS ON THE PROTECTION OF HUMAN SUBJECTS 

P.T. 42; K.W. 0783005 

Nat ional  I n s t i t u t e s  o f  Heal th 
Food and Drug Admin i s t ra t i on  

The Nat ional  I n s t i t u t e s  o f  Heal th ( N I H )  and the Food and Drug Admin is t ra t ion (FDA) a re  sponsoring a se r ies  o f  
workshops on the r e s p o n s i b i l i t i e s  o f  researchers, I n s t i t u t i o n a l  Review Boards (IRBs), and i n s t i t u t i o n a l  
o f f i c i a l s  f o r  the p r o t e c t i o n  o f  human subjects  i n  research. The workshops are open t o  everyone w i t h  an i n t e r e s t  
i n  research i nvo l v ing  human subjects.  The meetings should be o f  spec ia l  i n t e r e s t  t o  those persons c u r r e n t l y  
serv ing o r  about t o  begin serv ing as a member o f  an IRB. Issues discussed a t  these workshops a re  re levant  t o  
a l l  o ther  Pub l i c  Heal th Service agencies. The current  schedule includes the fo l lowing:  

NORTH MIDWESTERN WORKSHOP 

DATES: October 17 and 18, 1991 

WORKSHOP S I T E :  

Westin Hotel  

Renaissance Center 

D e t r o i t ,  M I  

Telephone: (313) 568-8000 


SPONSORS : 

Chi ldren’s  Hospi ta l  o f  Michigan 

3901 Beaubien Blvd. 

D e t r o i t ,  M I  48201 


Wayne State U n i v e r s i t y  

4237 Scott  H a l l  

D e t r o i t ,  M I  48201 


REGISTRATION CONTACT: 

M r .  Jerome Wilczynski  

Vice President f o r  Operations 

Ch i ld ren ls  Hospi ta l  o f  Michigan 

3901 Beaubien Blvd. 

D e t r o i t ,  M I  48201 

Telephone: (313) 745-5450 


TOPIC: P ro tec t i on  o f  Human Subjects i n  Research: The Vulnerable Pa t ien t  


WEST COAST WORKSHOP 

DATES: January 23 and 24, 1992 (REVISED DATES) 

WORKSHOP S I T E :  Los Angeles, CA 

N I H  Guide f o r  Grants and Contracts - Vol. 20, No 39 - October 18, 1991 
1rlr Page 2 



SPONSORS: 

U n i v e r s i t y  o f  Southern C a l i f o r n i a  

Los Angeles, CA 90089-4014 


C a l i f o r n i a  S ta te  U n i v e r s i t y  - Los Angeles 

5151 Sta te  U n i v e r s i t y  D r i ve  

Los Angeles, CA 90032-8202 


REGISTRATION CONTACT: 

Ms. L i l y  Pat terson 

Assis tant  t o  the  D i r e c t o r  

Research and Sponsored Programs 

C a l i f o r n i a  State U n i v e r s i t y  - Los Angeles 

5151 State U n i v e r s i t y  D r i v e  

Los Angeles, CA 90032-8202 

Telephone: (213)  343-3820 


TOPIC: P ro tec t i on  o f  Human Subjects 


SOUTH MIDWESTERN WORKSHOP 

DATES: February 20 and 21, 1992 

WORKSHOP S I T E :  San Antonio, TX 

SPONSORS: 

U n i v e r s i t y  o f  Texas Health Science Center a t  

7703 Floyd Curl D r i v e  

San Antonio, TX 78284-7972 


S t .  Mary's U n i v e r s i t y  

One Camino Santa Maria 

San Antonio, TX 78228-8572 


R E G I S T R A T I O N  CONTACT: 

Ms. Angie Khan 

I n s t i t u t i o n a l  Coordinator o f  Research Review 

U n i v e r s i t y  o f  Texas Health Science Center a t  

7703 Floyd Curl Dr i ve  (Room 402L) 

San Antonio, TX 78284-7972 

Telephone: (512)  567-2351 


W 

San Antonio 

San Antonio 

TOPIC: I d e n t i f y i n g  and Assessing Risks i n  Human Subject Research 

NORTHEASTERN WORKSHOP 

DATES: A p r i l  27 and 28, 1992 

WORKSHOP S I T E :  Phi ladelph ia,  PA 

SPONSORS: 

U n i v e r s i t y  o f  Pennsylvania 

133 South 36th St ree t  

Su i te  300 

Phi ladelphia,  PA 19104-3246 


L inco ln  U n i v e r s i t y  

L inco ln  Un ive rs i t y ,  PA 19352 


REGISTRATION CONTACT: 

Ms. Lynn Bevan 

Assis tant  D i r e c t o r  

O f f i c e  o f  Research Admin is t ra t ion 

U n i v e r s i t y  o f  Pennsylvania 

133 South 36th St reet  

Su i te  300 

Phi ladelph ia,  PA 19104-3246 

Telephone: (215)  898-2614 


TOPIC:  The S h i f t i n g  Ground: Current Issues f o r  the P ro tec t i on  o f  Human Subjects on Biomedical and Behavioral 

Research 
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For f u r t h e r  in format ion regarding these workshops and f u t u r e  NIH /FDA Nat ional  P ro tec t i on  o f  Human Subjects 

workshops, please contact :  


MS.  Darlene Marie Ross 

Execut ive Ass is tant  f o r  Education 

D i v i s i o n  o f  Hwnan Subject Protect ions 

O f f i c e  f o r  P ro tec t i on  from Research Risks 

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

9000 R o c k v i l l e  P i ke  

B u i l d i n g  31, Room 5859 

Bethesda, MD 20892 

Telephone: (301) 496-8101 


NOTICES OF AVAILABILITY (RFPs AND RFAsl 

C L I N I C A L  T R I A L S  OF BIOLOGICAL RESPONSE MODIFIERS 

MAA AVAILABLE: NCI-CM-27732-49 


P.T. 34; K.W. 0755015, 0740015 


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


The Nat ional  Cancer I n s t i t u t e  ( N C I ) ,  D i v i s i o n  o f  Cancer Treatment (DCT), B io log i ca l  Resources Branch (BRB), 

B i o l o g i c a l  Response Mod i f i e rs  Program (BRMP), i s  s o l i c i t i n g  proposals f o r  h i g h l y  innovat ive approaches t o  

evaluate new agents o r  concepts i n  cancer therapy w i th  B io log i ca l  Response Mod i f i e rs  (BRMs). Proposals are 

sought from inves t i ga to rs  who have extensive p r e c l i n i c a l  experience i n  the area o f  t he  proposal and the unique 

t echn ica l  c a p a b i l i t i e s  t o  address the issues o f  mechanisms o f  ac t i on  essen t ia l  f o r  t he  e a r l y  c l i n i c a l  

development o f  new BRM regimens. Proposals may be from s i n g l e  i n s t i t u t i o n s ,  consort ia,  non -p ro f i t ,  and 

cotnnercial e n t i t i e s .  


The BRMP s p e c i f i c a l l y  intends t o  es tab l i sh  Master Agreements (MAS) under which MA ho lders w i l l  compete f o r  

subsequent Master Agreement Orders (MAOs) f o r  novel s t ra teg ies  f o r  cancer treatment w i t h  BRMs. A c l i n i c a l  study 

o f  BRMs cons is t i ng  o f  a t  l eas t  one c l i n i c a l  protocol  s h a l l  be conducted by the  MA ho lder  f o r  each MA0 award. 

Depending upon the a v a i l a b i l i t y  o f  funds, a l i m i t e d  number o f  MAOs may be awarded a t  the t ime o f  award o f  MAS. 

Of fe ro rs  competing f o r  t h i s  MA w i l l  be requi red t o  inc lude as p a r t  o f  the proposal a s p e c i f i c  proposal f o r  a 

c l i n i c a l  t r i a l .  The MA ho lder  s h a l l  conduct a Phase la ,  Ib ,  o r  Phase I 1  t r i a l  o f  BRMs i n  accordance w i th  N C I - 

approved p ro toco ls  t h a t  are submit ted i n  response t o  i n d i v i d u a l  s p e c i f i c  MAOs issued under the MA. The 

ob jec t i ves  o f  a Phase I a  t r i a l  a re  t o  prov ide the parameters and c h a r a c t e r i s t i c s  o f  s ide  e f f e c t s  and t o x i c i t y ,  

and t o  e s t a b l i s h  the  dose l i m i t i n g  t o x i c i t y  and the maximum t o l e r a t e d  dose. The ob jec t i ves  o f  a Phase I b  t r i a l  

are t o  es tab l i sh  the opt imal b i o l o g i c a l  dose, i.e., the dose tha t  produces the opt imal des i red  response by route 

and schedule o f  admin is t ra t ion,  f o r  the parameters deemed important w i th  respect t o  a p a r t i c u l a r  b i o l o g i c  agent. 

The major ob jec t i ve  o f  a Phase I 1  t r i a l  i s  the determinat ion o f  therapeut ic  e f f i c a c y  i n  def ined p a t i e n t  

populat ions.  This procurement i s  un res t r i c ted .  The Standard I n d u s t r i a l  C l a s s i f i c a t i o n  ( S I C )  code i s  8731. 


Master Agreement Announcement (MAA) No. NCI-CM-27732-49, w i l l  be ava i l ab le  on o r  about October 25, 1991, and 

responses w i l l  be due approximately e i g h t  weeks thereaf ter .  


Master Agreements (MAS) w i l l  be awarded beginning approximately June 30, 1992 t o  a l l  o f f e r o r s  determined t o  have 

submit ted t e c h n i c a l l y  acceptable proposals. Requests f o r  the MAA must reference the MAA number and be sent to:  


Ms. Sandra G. Lehner, Contract  Spec ia l i s t  

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

Research Contracts Branch, TCS 

Execut ive Plaza South, Room 603 

9000 R o c k v i l l e  P i ke  

Bethesda, MD 20892 


TUBERCULOSIS RESEARCH MATERIALS 

RFP AVAILABLE: NIH-NIAID-DMID-92-05 

P.T. 34; K.W. 0715165, 0710060, 1003008 

Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

Proposed Receipt Date: January 9, 1992 

The Bacter io logy and Mycology Branch o f  the D i v i s i o n  of Microbiology and I n f e c t i o u s  Diseases o f  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 )  announces the a v a i l a b i l i t y  o f  a Request f o r  Proposals (RFP) 
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from i n v e s t i g a t o r s  having the  c a p a b i l i t i e s  and f a c i l i t i e s  t o  devise an a n a l y t i c a l  method(s) f o r  the 
determinat ion o f  the  p r o f i l e  o f  M. tubercu los is  surface antigens t o  be employed i n  b i o l o g i c a l  t e s t  systems. 

This N I A I D  p r o j e c t  w i l l  take approximately f i v e  years t o  complete. One completion type cont rac t  i s  an t ic ipa ted .  
RFP-NIH-NIAID-DMID-92-05 s h a l l  be issued on or  about October 31, 1991, wi th  a c l o s i n g  date f o r  rece ip t  o f  
proposals t e n t a t i v e l y  set  f o r  January 9, 1992. To receive a copy o f  t h i s  RFP, please supply t h i s  o f f i c e  w i th  
two self-addressed labels.  Requests f o r  the RFP s h a l l  be d i r e c t e d  i n  w r i t i n g  to: 

1 


Ann L i n k i n s  

Contract Management Branch 

National  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

Control  Data Bu i ld ing ,  Room 3C07 

6003 Execut ive Boulevard 

Bethesda, MD 20892 


SPECIALIZED CENTERS OF RESEARCH FOR ACUTE LUNG INJURY, CARDIOPULMONARY DISORDERS OF SLEEP, AND C Y S T I C  FIBROSIS 

RFA AVAILABLE: HL-92-02-L 

P.T. 04; K.W. 0715165, 0715187, 0755030, 0765033, 0745020, 0745027 

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

L e t t e r  o f  I n t e n t  Receipt Date: A p r i l  17, 1992 
A p p l i c a t i o n  Receipt Date: August 3, 1992 

The Nat ional  Heart, Lung, and Blood I n s t i t u t e  (NHLBI )  announces the  a v a i l a b i l i t y  o f  a Request f o r  App l ica t ions  
(RFA) on the  above subject .  The pr imary o b j e c t i v e  o f  the Special ized Center o f  Research (SCOR) program i s  t o  
f o s t e r  m u l t i d i s c i p l i n a r y  basic and c l i n i c a l  research so tha t  advances in  the basic sciences are r a p i d l y  app l ied  
t o  c l i n i c a l  problems. I t  i s  expected tha t  r e s u l t s  from these SCOR grants w i l l  have an impact on the  prevention, 
diagnosis, and treatment o f  acute lung i n j u r y ,  cardiopulmonary d isorders  o f  sleep, and c y s t i c  f i b r o s i s .  

HEALTHY PEOPLE 2000 

The Pub l ic  Heal th Service (PHS) i s  committed t o  achieving the hea l th  promotion and disease prevent ion  ob jec t ives  
o f  "Healthy People 2000,a8a PHS-led na t i ona l  a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. This RFA i s  r e l a t e d  t o  the 
p r i o r i t y  areas o f  maternal and i n f a n t  heal th,  chronic d i s a b l i n g  condi t ions,  and u n i n t e n t i o n a l  i n j u r i e s .  
Po ten t i a l  app l i can ts  may o b t a i n  a copy o f  IIHealthy People 2000'1 (Ful l  Report: Stock No. 017- 001-00474-0)or  
Y iea l thy  People 200018(Sumnary Report: Stock No. 017-001-00473-1)through the Superintendent o f  Documents, 
Goverrment P r i n t i n g  O f f i ce ,  Washington, DC 20402- 9325 (telephone 202-783-3238). 

MECHANISM OF SUPPORT 

The support mechanism f o r  t h i s  program w i l l  be the Special ized Center o f  Research grant (P50). Although the 
f i n a n c i a l  p lans f o r  f i s c a l  years 1993 and 1994 inc lude 811,000,000 f o r  the t o t a l  costs o f  t h i s  program, award 
o f  grants pursuant t o  t h i s  RFA i s  cont ingent upon rece ip t  o f  funds f o r  t h i s  purpose. I t  i s  a n t i c i p a t e d  tha t  
up t o  1 1  grants w i l l  be awarded under t h i s  program. The s p e c i f i c  number t o  be funded, however, w i l l  depend on 
the  merit and scope o f  the  a p p l i c a t i o n s  received and the a v a i l a b i l i t y  o f  funds. 

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND M I N O R I T I E S  I N  C L I N I C A L  RESEARCH STUDIES 

For p r o j e c t s  i nvo l v ing  c l i n i c a l  research, N I H  requ i res  app l i can ts  t o  g i v e  spec ia l  a t t e n t i o n  t o  the  i nc lus ion  
of women and m i n o r i t i e s  in  study populat ions. I f  women o r  m i n o r i t i e s  are no t  included i n  the  study populat ions 
f o r  c l i n i c a l  studies, a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  exclusion must be provided. App l ica t ions  wi thout such 
documentation w i l l  no t  be accepted f o r  review. 

E L I G I B I L I T Y  

App l ica t ions  may be submitted by domestic f o r - p r o f i t  and n o n - p r o f i t  organizat ions,  p u b l i c  and p r i va te ,  such as 
u n i v e r s i t i e s ,  col leges, hosp i ta ls ,  labora tor ies ,  u n i t s  of S ta te  o r  l oca l  Goverrments, and e l i g i b l e  agencies of 
the  Federal G o v e r w n t .  App l ica t ions  from m i n o r i t y  i nd i v idua ls  and women are encouraged. 

METHOD OF APPLYING 

L e t t e r  o f  I n ten t  

To f a c i l i t a t e  I n s t i t u t e  planning, app l i can ts  are requested t o  subn i t  a l e t t e r  o f  i n ten t  t o  the NHLBI on o r  
before Apr i l  17, 1992. The l e t t e r  should i nd i ca te  the SCORIs emphasis and theme, i n v e s t i g a t o r s  who might be 
involved, and any p a r t i c i p a n t s  ou ts ide  the app l ican t  i n s t i t u t i o n .  
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The I n s t i t u t e  requests such l e t t e r s  o n l y  f o r  the purpose o f  p rov id ing  an i n d i c a t i o n  o f  the  number and scope o f  
a p p l i c a t i o n s  t o  be received and, therefore,  u s u a l l y  does no t  acknowledge t h e i r  rece ip t .  A l e t t e r  o f  i n t e n t  i s  
no t  binding; i t  w i l l  no t  enter i n t o  the review o f  any a p p l i c a t i o n  subsequently submitted, nor i s  i t  a 
requirement f o r  submission. 

The l e t t e r  o f  i n t e n t  i s  t o  be sent to:  

'Iw	Charles L. T u r b y f i l l ,  Ph.D. 
Review Branch, D i v i s i o n  o f  Extramural A f f a i r s  
Nat ional  Heart, Lung, and Blood I n s t i t u t e  
Westwood Bu i ld ing ,  Room 553 
Bethesda, MD 20892 

Format f o r  App l ica t ions  

Submit a p p l i c a t i o n s  on form PHS 398 (rev. 10/88), the same form used f o r  the  t r a d i t i o n a l  research-project  grant. 
This form i s  a v a i l a b l e  in  an app l ican t  i n s t i t u t i o n ' s  o f f i c e  o f  sponsored research o r  business o f f i c e  and from 
the  D i v i s i o n  o f  Research Grants, O f f i c e  o f  Grants Inqu i r ies ,  Westwood Bui ld ing,  Room 449, 5333 Westbard Avenue, 
Bethesda, MD 20892 (telephone: 301/496-7441). Spec i f i c  i ns t ruc t i ons  f o r  prepar ing a SCOR a p p l i c a t i o n  are  
a v a i l a b l e  from Dr.  Suzanne Hurd a t  the address below. 

Submission o f  A p p l i c a t i o n  

Send o r  d e l i v e r  the  completed a p p l i c a t i o n  and four  signed exact photocopies by August 3, 1992, to: 

D i v i s i o n  o f  Research Grants 
Uestwood Bui ld ing,  Room 240 
National  I n s t i t u t e s  of Health 
Bethesda, MD 20892** 

I n  add i t ion ,  two signed copies o f  the a p p l i c a t i o n  must be sent d i r e c t l y  t o  Dr .  Charles L. T u r b y f i l l  a t  the 
address l i s t e d  under L e t t e r  o f  I n ten t .  App l ica t ions  no t  received by August 3, 1992, w i l l  be considered 
i n e l i g i b l e .  

INPUIR I ES 

I n q u i r i e s  regarding t h i s  program and requests f o r  the RFA document may be addressed to: 

Suzanne S. Hurd, Ph.D. 

Direc tor ,  D i v i s i o n  of  Lung Diseases 

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


rc Westwood Bu i ld ing ,  Room 6A16 
Bethesda, MD 20892 
Telephone: (301) 496-7208 
FAX: (301) 496-9886 

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


M r .  Raymond Zimnerman 

Sect ion Chief, Grants Operations Branch 

D i v i s i o n  o f  Extramural A f f a i r s  

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

Westwood Building, Room 4A1? 

Bethesda, MD 20892 

Telephone: (301) 496-4970 


AUTHORITY AND REGULATIONS 

The programs o f  the D i v i s i o n  o f  Lung Diseases o f  the Nat ional  Heart, Lung, and Blood I n s t i t u t e  are i d e n t i f i e d  
i n  the Catalog o f  Federal Domestic Assistance, Number 93.838. Awards w i l l  be made under the  a u t h o r i t y  o f  the 
Pub l ic  Heal th Service Act, Sect ion 301 (42 USC 241) and administered under PHS grants p o l i c i e s  and Federal 
reguiat ions,  most s p e c i f i c a l l y  42 CFR Par t  52 and 45 CFR Part  74. This program i s  no t  subject  t o  the 
intergovernmental review requirements o f  Executive Order 12372 or  t o  Health Systems Agency review. 

TUBERCULOSIS DRUG DEVELOPMENT 

RFA AVAILABLE: AI-91-16 

P.T. 34; K.W. 0715165, 0755025, 1002027 

National  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

1 wl 
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L e t t e r  o f  I n t e n t  Receipt Date: January 10, 1992 
App l i ca t i on  Receipt Date: March 10, 1992 

PURPOSE 

The Bacter io logy and Mycology Branch (BMB) o f  the D i v i s i o n  o f  Microbiology and I n f e c t i o u s  Diseases (DMID)  o f  
t he  Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases ( N I A I D )  announces the a v a i l a b i l i t y  o f  a Request f o r  
Appl icat ions (RFA)  focused on the development o f  new drugs f o r  the treatment o f  tubercu los is .  The growing 
problems o f  mu1tiple:drug resistance, pa t i en t  and prov ider  noncompliance, and actual  and perceived t o x i c i t y  o f  
an t i - t ube rcu los i s  agents, must be addressed. New drugs are needed t o  shorten cu r ren t  therapy, t r e a t  pa t i en ts  
w i t h  d rug - res i s tan t  disease, and prov ide f o r  more e f f e c t i v e  prevent ive therapy. The purpose o f  t h i s  RFA i s  t o  
s o l i c i t  research app l i ca t i ons  tha t  focus on the development o f  new and more e f f e c t i v e  an t i - t ube rcu los i s  agents. 

ELIGIBILITY REQUIREMENTS 

Omes t i c  u n i v e r s i t i e s ,  medical col leges, hospi ta ls ,  and other  pub l i c  and p r i v a t e  research i n s t i t u t i o n s ,  
i nc lud ing  S ta te  and l o c a l  government u n i t s ,  are e l i g i b l e .  Awards t o  f o r e i g n  i n s t i t u t i o n s  under t h i s  RFA w i l l  
be made on ly  f o r  research o f  unusual ly h igh mer i t ,  need, and promise, and in  accordance w i t h  PHS p o l i c y  
governing such awards. Appl icat ions from m i n o r i t y  i nves t i ga to rs  and women are encouraged. 

BACKGROUND 

M u l t i - d r u g  treatment o f  tubercu los is  requi res compliance with therapy f o r  a t  l eas t  s i x  months. Many pa t i en ts  
s top  tak ing  drugs o r  f a i l  t o  r e t u r n  f o r  appointments as soon as they begin f e e l i n g  b e t t e r .  Th is  may lead t o  
treatment f a i l u r e ,  drug resistance, and even death. The best treatment regimens a re  too  expensive f o r  resource-
poor coun t r i es  w i t h  a large tubercu los is  problem. Alarmingly h igh  ra tes  of  res is tance have developed t o  the 
less expensive drugs ( I s o n i a z i d  and Streptomycin) used i n  these countr ies.  The s i t u a t i o n  has been f u r t h e r  
compl icated by recent outbreaks o f  mu l t i - d rug - res i s tan t  (MDR) tubercu los is  i n  the  Un i ted  States. These 
outbreaks i nvo l ve  s t r a i n s  o f  Mycobacterium tubercu los is  tha t  are r e s i s t a n t  t o  both I s o n i a z i d  and Rifampin. To 
f u r t h e r  compl icate the  problem, outbreaks o f  MDR-tuberculosis have occurred among persons i n fec ted  w i t h  human 
imnunodeficiency v i rus .  I t  i s  apparent t h a t  there i s  a great need f o r  the development o f  new and mare e f f e c t i v e  
drugs f o r  t he  treatment o f  tubercu los is .  

RESEARCH GOALS AND SCOPE 

The purpose o f  t h i s  R F A  i s  t o  s t imu la te  research i n  the development o f  new drugs f o r  t he  treatment o f  
tubercu los is .  The need f o r  t h i s  research i s  underscored by the f a c t  t ha t  i t  has been n e a r l y  tuo decades s ince 
the  i n t r o d u c t i o n  o f  an e f f e c t i v e  new drug f o r  the treatment o f  tubercu los is .  There a re  several  challenges i n  
the treatment o f  tubercu los is  i nc lud ing  the length of  treatment, deveLopment of  resistance, lack o f  a l t e r n a t i v e  
agents, and t o x i c i t y  o f  e x i s t i n g  agents. The major ob jec t i ve  o f  t h i s  RFA i s  t o  encourage research aimed a t  the 
development o f  new a n t i - t u b e r c u l o s i s  agents w i th  one o r  more o f  the fo l l ow ing  cha rac te r i s t i cs :  

o b a c t e r i c i d a l  f o r  a c r i t i c a l  p ropor t i on  of  both a c t i v e l y  growing and quiescent b a c i l l i  

o 	 can be administered over a pe r iod  o f  treatment not longer than e igh t  weeks (such a sho r t  course o f  treatment 
i s  considered important t o  assur ing compliance w i th  therapy) 

o possess a Long h a l f - l i f e  wi thout t o x i c i t y  

o can be administered o r a l l y  

o res is tance t o  the  drug should not  develop dur ing the course o f  therapy. 

The appl icant  must consider the a p p l i c a t i o n  of  molecular b io logy  t o  tubercu los is  drug development and the 
mechanisms o f  a c t i o n  and mechanisms o f  res is tance o f  p o t e n t i a l  ant i - t ube rcu los i s  drugs. Studies o f  the  growth, 
physiology, and b iochemist ry  of  M. tubercu los is  would s i g n i f i c a n t l y  enhance the development o f  new drugs. New 
drug development must inc lude i n  v i t r o  tes t i ng ,  i n  v i v o  s tud ies i n  s u i t a b l e  animal models, and lead t o  the 
i n i t i a t i o n  o f  c l i n i c a l  t r i a l s .  

HEALTHY PEOPLE 2000 

The Pub l i c  Heal th Service (PHS) i s  comnit ted t o  achieving the hea l th  promotion anddisease prevent ion ob jec t i ves  
of  llHealthy People 2000,1t a PHS-led na t i ona l  a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. This  RFA, TUBERCULOSIS DRUG 
DEVELOPMENT, i s  r e l a t e d  t o  the  p r i o r i t y  area o f  H I V  i n f e c t i o n .  Po ten t i a l  appl icants  may o b t a i n  a copy o f  
"Healthy People 2000" (Full Report: Stock No. 017-001-00474-0) o r  "Healthy People 2000" (Sumnary Report: Stock 
No. 017-001-00473-1) through the Superintendent of Documents, Government P r i n t i n g  O f f i ce ,  Uashington, DC 
20402-9325 (telephone 202-783-3238). 

MECHANISM OF SUPPORT 

The support mechanism f o r  t h i s  program w i l  be the t r a d i t i o n a l  i n d i v i d u a l  research grant (R01). Respons ib i l i t y  
f o r  p lanning, d i r e c t i o n ,  and execut ion of  the proposed p ro jec t  r i l l  be s o l e l y  t h a t  o f  the appl icant .  
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N I A I D  a n t i c i p a t e s  making two awards as a r e s u l t  o f  t h i s  request. However, t he  nunber o f  awards t o  be made i s  
dependent upon rece ip t  o f  a s u f f i c i e n t  number o f  app l i ca t i ons  o f  h igh  s c i e n t i f i c  m e r i t  and upon the a v a i l a b i l i t y  
of funds. I f  appropr iate,  co l l abo ra t i on  w i t h  other  i nves t i ga to rs  and i n s t i t u t i o n s  i s  encouraged. N I A I D  s t a f f  
a n t i c i p a t e s  t h a t  each a p p l i c a t i o n  would be a comprehensive s i n g l e  p r o j e c t  (i.e., n o t  a m u l t i p r o j e c t  
app l i ca t i on ) .  I t  i s  expected t h a t  the i n i t i a l  year 's awards f o r  successful  app l i ca t i ons  w i l l  average $500,000 
i n  t o t a l  ( d i r e c t  p l u s  i n d i r e c t )  costs  f o r  each award, although each award may be s l i g h t l y  higher o r  lower. 
Awards w i l l  be made f o r  a p r o j e c t  pe r iod  o f  up t o  f i v e  years. Awards t o  appl icant  i n s t i t u t i o n s  outs ide the  
Uni ted States w i l l  be l i m i t e d  t o  three years. The e a r l i e s t  poss ib le  award date i s  September 30, 1992. N I A I D  
has no plans t o  re issue t h i s  announcement. A t  the end of the i n i t i a l  compet i t ive segment, awardees may apply 
f o r  con t inua t ion  through the competing renewal process f o r  R01 grants. 

METHOD OF APPLYING 

Prospect ive appl icants  are asked t o  submit by January 10, 1992, a l e t t e r  of i n ten t ,  addressed t o  D r .  O l i v i a  
Preble, t h a t  includes a d e s c r i p t i v e  t i t l e  o f  the o v e r a l l  proposed research, t he  name o f  t he  P r i n c i p a l  
I nves t i ga to r ,  and a l i s t  o f  the names o f  key i nves t i ga to rs  and t h e i r  i n s t i t u t i o n ( s ) .  The l e t t e r  o f  i n t e n t  i s  
requested in  order t o  prov ide an i n d i c a t i o n  o f  the number and scope o f  app l i ca t i ons  t o  be reviewed t o  a l low 
e a r l y  preparat ions f o r  review, as we l l  as t o  promote e a r l y  i n te rac t i ons  between app l i can ts  and N I A I D  s t a f f .  
The l e t t e r  o f  i n t e n t  i s  no t  b ind ing  and does not  comnit the sender t o  submit an appl icat ion,  nor i s  i t  a 
requirement f o r  submission o f  an appl icat ion.  

Format o f  Appl icat ions:  Appl icat ions must be submitted on form PHS 398 (rev.  10/88), t he  a p p l i c a t i o n  form f o r  
research grants. App l i ca t i on  k i t s  a re  ava i l ab le  a t  most i n s t i t u t i o n a l  business o f f i c e s  andmaybe obtained from 
the O f f i c e  o f  Grants Inqu i r i es ,  Room 449, Westwood Bui ld ing,  D i v i s i o n  o f  Research Grants, N IH ,  Bethesda, MD 
20892, Telephone (301) 496-7441). The format and d e t a i l  appl icable t o  research grant  app l i ca t i ons  should be 
fol lowed, and the  requirements s p e c i f i e d  under Review C r i t e r i a  must be f u l f i l l e d .  

For purposes o f  i d e n t i f i c a t i o n  and processing, mark I1yestti n  i tem 2 on the face page o f  t he  a p p l i c a t i o n  and type 
i n  the words TUBERCULOSIS DRUG DEVELOPMENT and the  RFA number AI-91-16. 

The RFA l abe l  ava i l ab le  i n  the form PHS-398 (rev.  10/88) must be a f f i x e d  t o  the bottom o f  t he  face page o f  the 
o r i g i n a l  s igned app l i ca t i on .  F a i l u r e  t o  use t h i s  l abe l  could r e s u l t  in  delayed processing o f  t h e  a p p l i c a t i o n  
such t h a t  i t  may no t  reach the  comnit tee i n  t ime f o r  review. 

The research proposed must descr ibe plans t o  accomnodate the RFA research program requirements and N I A I D  s t a f f  
involvement. 

App l i ca t i on  Procedure: The completed o r i g i n a l  a p p l i c a t i o n  and fou r  exact copies must be sent o r  de l i ve red  to: 

D i v i s i o n  o f  Research Grants 
Nat ional  I n s t i t u t e s  o f  Heal th 

'+J Westwood Bui ld ing,  Room 240 
Bethesda, MD 20892 

1NQUIR I  ES 

I nves t i ga to rs  seeking a copy o f  t he  R F A  and in format ion re levant  t o  t h i s  R F A  may contact :  


D r .  Da r re l  Guinn 

Tuberculosis Program O f f i c e r  

D i v i s i o n  o f  Microbio logy and In fec t i ous  Diseases 

National  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

6003 Execut ive Blvd.,  Room 3A03 

Bethesda, MD 20852 

Telephone: (301) 496-7728 


For f i s c a l  and admin i s t ra t i ve  matters,  contact :  


M r .  Todd B a l l  

Chief ,  Microbio logy and I n f e c t i o u s  Diseases Grants Management Sect ion 

National  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

6003 Execut ive Blvd., Room 415P 

Bethesda, MD 20852 

Telephone: (301) 496-7075 


For in format ion about review procedures, contact :  


D r .  O l i v i a  Preble 

Chief, Microbio logy and Imnunology Review Sect ion 

Program and Pro jec t  Review Branch 

Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

6003 Execut ive Blvd., Room 429P 
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Bethesda, MD 20852 
Telephone: (301)  496-8208 

AUTHORITY AND REGULATIONS 

This  program i s  supported under a u t h o r i z a t i o n  of the Pub l ic  Health Serv ice Act, Sec. 301(c ) ,  Publ ic  Law 78-410; 

as amended. The ca ta log  o f  Federal Domestic Assistance c i t a t i o n  i s  Sec. 93.856, Microbio logy and I n f e c t i o u s  

Diseases Research. Awards w i l l  be administered under PHS grant  p o l i c i e s  and Federal Regulat ions 42 CFR Par t  v~ 

52 and 45 CFR Par t  74. This  program i s  not  subject  t o  the intergovernmental review requirements o f  Executive 

Order 12372 o r  Health Systems Agency review. 


RECRUITMENT AND RETENTION OF UNDERREPRESENTED M I N O R I T I E S  I N T O  A C A D E M I C  RESEARCH 

R F A  AVAILABLE:  DK-92-09 

P.T. 14, 34, FF; K.U. 0710030 

Nat ional  I n s t i t u t e  o f  Diabetes and D iges t ive  and Kidney Diseases 

L e t t e r  o f  I n t e n t  Receipt Date: February 21, 1992 
A p p l i c a t i o n  Receipt Date: March 20, 1992 

PURPOSE 

The D i v i s i o n  o f  Kidney, Uro log ic  and Hematologic Diseases (DKUHD) o f  the Nat ional  I n s t i t u t e  o f  Diabetes and 
D i g e s t i v e  and Kidney Diseases ( N I D D K )  recognizes the need t o  increase the  number o f  underrepresented m i n o r i t i e s  
c o m i t t e d  t o  s c i e n t i f i c  careers i n  research areas served by the DKUHD. Th is  program i s  p r i m a r i l y  aimed a t  
r e c e n t l y  t r a i n e d  M.D. and/or Ph.D. m i n o r i t y  inves t iga tors .  The program w i l l  enable the  m i n o r i t y  app l i can t  t o  
accept a tenure-earn ing pos i t ion ,  g a i n  a d d i t i o n a l  research experience, and o b t a i n  p r e l i m i n a r y  data on which t o  
base a subsequent research grant  a p p l i c a t i o n  i n  kidney, u ro log ic ,  o r  hematologic research. 

HEALTHY PEOPLE 2000 

The Pub l ic  Health Serv ice (PHS) i s  comni t ted t o  achiev ing the h e a l t h  promotion anddisease prevent ion  ob jec t ives  
of "Healthy People 2000," a PHS-Led na t iona l  a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. This  Request f o r  App l ica t ions  
( R F A ) ,  Recruitment and Retent ion o f  Underrepresented M i n o r i t i e s  i n  Academic Research, i s  r e l a t e d  t o  the  p r i o r i t y  
area o f  increas ing underrepresented m i n o r i t y  heat th  s c i e n t i s t s .  P o t e n t i a l  app l i can ts  may o b t a i n  a copy of  
laHealthy People 20OOt1 (Fu l l  Report: Stock No. 017-001-00474-0) o r  I1Healthy People 20001 ( S m a r y  Report: Stock 
No. 017-001-00473-1) through the  Superintendent o f  Documents, Government P r i n t i n g  Of f i ce ,  Washington, DC 
20402-9325 (telephone 202-783-3238). 

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

The app l ican t  must be e i t h e r  Black, Hispanic, Nat ive  American, P a c i f i c  Is lander ,  o r  o ther  e thn ic  o r  r a c i a l  group 
members underrepresented i n  biomedical o r  behaviora l  research. The app l ican t  must be a c i t i z e n  o r  n o n - c i t i z e n  
n a t i o n a l  o f ,  o r  have been l a w f u l l y  admitted t o  the Uni ted States f o r  permanent residence. 

Appl icants  may not  hold, or  apply f o r  concurrent ly  any other  PHS research p r o j e c t  g ran t  a t  the t ime of  t h i s  
app l i ca t ion .  P r i o r i t y  w i l l  be g iven t o  those app l ican ts  wi thout  a record o f  having been a P r i n c i p a l  
I n v e s t i g a t o r  on a major research grant .  

RESEARCH OBJECTIVES 

The pr imary purpose o f  t h i s  R F A  i s  t o  increase the  number o f  underrepresented m i n o r i t y  P r i n c i p a l  Inves t iga tors  
conducting research i n  kidney, u ro log ic ,  and hematologic diseases. This program was designed t o  prov ide an 
a d d i t i o n a l  one o r  two years of  research experience p r i o r  t o  a p p l i c a t i o n  f o r  R O l  support but wi thout  i n c u r r i n g  
payback ob l iga t ions .  He/she may concur ren t ly  h o l d  a tenure-earning pos i t ion .  

MECHANISM OF SUPPORT 

Support w i l l  be prov ided through the small  research grants  (R03) program administered by t h e  DKUHD i n  t h e  NIDDK. 
R e s p o n s i b i l i t y  f o r  the  planning, d i r e c t i o n ,  and execution o f  the  proposed p r o j e c t  w i l l  be t h a t  o f  the  appl icant .  
Except as otherwise s t a t e d  i n  t h i s  RFA, awards w i l l  be administered under PHS grants  p o l i c y  as s t a t e d  i n  the 
PHS Grants P o l i c y  Statement. 

The t o t a l  p r o j e c t  p e r i o d  f o r  app l i ca t ions  submitted i n  response t o  the  present RFA may be f o r  one t o  two years. 
D i r e c t  costs  requested may not  exceed 850,000 per year. The a n t i c i p a t e d  award da te  w i l l  be September 1 ,  1992, 
and the  a n t i c i p a t e d  number o f  awards i s  f i v e .  
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SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND M I N O R I T I E S  I N  CLINICAL RESEARCH STUDIES 

For p r o j e c t s  i nvo l v ing  c l i n i c a l  research, N I H  requi res appl icants  t o  g i v e  specia l  a t t e n t i o n  t o  the  i n c l u s i o n  
o f  women and m i n o r i t i e s  i n  study populat ions.  I f  women o r  m i n o r i t i e s  are not  included o r  adequately represented 
i n  the  study populat ions f o r  c l i n i c a l  studies,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  exc lus ion o r  inadequate 
representat ion must be provided. Appl icat ions wi thout such documentation w i l l  no t  be accepted f o r  review. 

‘rw” REVIEW CONSIDERATIONS 

Appl icat ions f o r  the small grants  program w i l l  rece ive i n i t i a l  technica l  mer i t  review by an i n i t i a l  review 
comnit tee appointed by the NIDDK, and secondary review by the DKUHD. Factors t o  be inc luded in  the  review o f  
app l i ca t i ons  include: the app l i can t l s  previous research t ra in ing ,  experience, and publ icat ions;  a b i l i t y  t o  
complete the proposed research plan; the o v e r a l l  s c i e n t i f i c  mer i t  o f  the research plan; whether o r  not  the aims 
and scope o f  t he  research p l a n  can prov ide d e f i n i t i v e  data w i t h i n  a one- o r  two-year period; t h e  p o t e n t i a l  o f  
the proposed research t o  prov ide the bases f o r  f u t u r e  studies; the w i l l i ngness  o f  t he  i n s t i t u t i o n  t o  comnit 
f a c i l i t i e s  and departmental support t o  the appl icant;  the app l i can t l s  p lans and career goals; and the 
a v a i l a b i l i t y  o f  a recognized expert  i n  the area o f  the proposed research f o r  counsel and advice as a t tes ted  t o  
by a l e t t e r  o f  agreement. 

LETTER OF INTENT 

Prospect ive appl icants  are asked t o  submit a l e t t e r  o f  i n t e n t  by February 21, 1992, t h a t  includes the  RFA t i t l e ,  

a d e s c r i p t i v e  t i t l e  of  the research, the address and telephone number o f  the P r i n c i p a l  Invest igator ,  h is /her  

i n s t i t u t i o n  and the  name and address o f  any other key invest igators .  


A l e t t e r  o f  i n t e n t  i s  no t  required, i s  not  b ind ing and i s  not  considered i n  the review o f  appl icat ions.  I t  i s  

used by NIDDK s t a f f  t o  i n i t i a t e  planning f o r  the review o f  appl icat ions,  t o  est imate the  p o t e n t i a l  review 

workload and t o  avoid poss ib le  c o n f l i c t  o f  i n t e r e s t  i n  the review. 


The l e t t e r  o f  i n t e n t  i s  t o  be sent to: 


Robert Hamnond, Ph.D. 

Review Branch, D i v i s i o n  o f  Extramural A c t i v i t i e s  

Nat ional  I n s t i t u t e  o f  Diabetes and D iges t i ve  and Kidney Diseases 

Uestwood Bui ld ing,  Room 402 

5333 Westbard Avenue 

Bethesda, MD 20892 

Telephone: (301)  496-7083 


APPLICATION PROCEDURES 


“‘UN 	 The research grant a p p l i c a t i o n  form PHS 398 ( rev.  10/88) must be used i n  apply ing f o r  these grants. These forms 
are ava i l ab le  a t  most i n s t i t u t i o n a l  business o f f i ces ,  and from the O f f i c e  o f  Grants Inqu i r i es ,  D i v i s i o n  o f  
Research Grants, N I H ,  5333 Westbard Avenue, Room 449, Bethesda, MD 20892 (telephone 301-496-7441). 

The R F A  l abe l  ava i l ab le  i n  the  10/88-9/89 r e v i s i o n  o f  the PHS 398 a p p l i c a t i o n  form must be a f f i x e d  t o  the bottom 
o f  t he  face page. F a i l u r e  t o  use t h i s  l abe l  could r e s u l t  i n  delayed processing o f  t he  a p p l i c a t i o n  such t h a t  
i t  may no t  reach the review comnit tee i n  t ime f o r  review. 

a p p l i c a t i o n  check the YES box, type the R F A  number and the 

M i n o r i t y  I nves t i ga to r  T ra in ing  Program.It 


Submit a signed, t ypewr i t t en  o r i g i n a l  o f  the appl icat ion,  

photocopies, i n  one package to:  


D I V I S I O N  OF RESEARCH GRANTS 

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

Westwood Bui ld ing,  Room 240 

Bethesda, MD 20892** 


Send two add i t i ona l  copies o f  the a p p l i c a t i o n  to :  


Robert Hamnond, Ph.D. 

Review Branch 

D i v i s i o n  o f  Extramural A c t i v i t i e s  


I n  addi t ion,  on l i n e  2 o f  the face page of  the 
fo l l ow ing  t i t l e :  IlDKUHD/NIDDK Underrepresented 

i nc lud ing  the Checkl is t ,  and fou r  signed, exact 

Nat ional  I n s t i t u t e  o f  Diabetes and D iges t i ve  and Kidney Diseases 

Westwood Bui [ding, Room 406 

5333 Westbard Avenue 

Bethesda, MD 20892 


Appl icat ions must be received by March 20, 1992. I f  an app l i ca t i on  i s  received a f t e r  t h a t  date, i t  w i l l  be 

re turned t o  the appl icant  wi thout review. 
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INQUIR IES 

Po ten t i a l  app l i can ts  and in te res ted  i nd i v idua ls  a re  urged t o  contact  the program d i r e c t o r  t o  o b t a i n  the RFA. 

Wr i t ten  and telephone i n q u i r i e s  concerning t h i s  RFA are encouraged, and are t o  be d i r e c t e d  to: 


Charles H. Rodgers, Ph.D. 

Manpower Program D i r e c t o r  

D i v i s i o n  of Kidney, U ro log i c  and Hematologic Diseases 

Nat ional  I n s t i t u t e  o f  Diabetes and D iges t i ve  and Kidney Diseases 

Uestwood Bui ld ing,  Room 621 

5333 Westbard Avenue 

Bethesda, MD 20892 

Telephone: (301)  496-7573 


D i r e c t  i n q u i r i e s  regard ing f i s c a l  matters to: 


Nancy C. Dixon 

Grants Management Branch 

D i v i s i o n  o f  Extramural A c t i v i t i e s  

Nat ional  I n s t i t u t e  o f  Diabetes and D iges t i ve  and Kidney Diseases 

Uestwood Bui ld ing,  Room 649 

5333 Westbard Avenue 

Bethesda, MD 20892 

Telephone: (301)  496-7467 


AUTHORITY AND REGULATIONS 


This  program i s  descr ibed i n  the Catalog o f  Federal Domestic Assistance No. 93.849. Awards a re  under 

au tho r i za t i on  o f  t he  Pub l i c  Heal th Service Act, T i t l e  I V ,  Par t  A (Publ ic  Law 78-410, as amended by Pub l i c  Law 

99-158, 4 2  USC 241 and 285) and administered under PHS grants  p o l i c i e s  and Federal Regulat ions 42  CFR 5 2  and 

45 CFR Par t  74 .  This  program i s  not  subject  t o  the intergovernmental review requirements o f  Execut ive Order 

12372 o r  Heal th Systems Agency review. 

NATIONAL COOPERATIVE DRUG DISCOVERY GROUPS FOR THE TREATMENT OF OPPORTUNISTIC INFECTIONS ASSOCIATED W I T H  
ACQUIRED IMMUNODEFICIENCY SYNDROME 

RFA AVAILABLE: AI-91-15 

P.T. 34; K.U. 0755025, 0715125, 0715008, 0710100 

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 

L e t t e r  o f  I n t e n t  Receipt Date: October 30, 1991 
App l i ca t i on  Receipt  Date: January 16, 1992 

The Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases ( N I A I D )  announces a v a i l a b i l i t y  o f  a Request f o r  
App l i ca t i ons  (RFA) f o r  funding o f  t he  Nat ional  Cooperative Drug Discovery Groups f o r  t he  Treatment o f  
Oppor tun is t ic  I n f e c t i o n s  Associated w i t h  Acquired Imnunodeficiency Syndrome (NCDDG-01). I t  i s  t he  purpose o f  
t h i s  RFA t o  i n v i t e  app l i ca t i ons  aimed a t  the d iscovery of new, more e f fec t i ve ,  s e l e c t i v e  and d i ve rse  therapeut ic  
agents t o  t r e a t  i n f e c t i o n s  caused by Pneumocystis c a r i n i i ,  Cryptosporidium parvum, Mycobacterium avium, and 
human cytomegalovirus, oppor tun i s t i c  pathogens associated w i th  AIDS. Appl icat ions t h a t  inc lude research 
p r o j e c t s  o r  core components from the  p r i v a t e  sector (e.g., pharmaceutical, chemical, o r  b io technologica l  
companies) a re  encouraged. 

Oppor tun is t ic  i n f e c t i o n s  are the major causes o f  morb id i t y  and m o r t a l i t y  i n  Human Innunodef ic iency Vi rus ( H I V )  
disease. Ava i l ab le  drugs t o  t r e a t  the oppor tun i s t i c  i n f e c t i o n s  have l i m i t e d  value because o f  t o x i c i t y  and other  
adverse react ions.  Prolonged imnunosuppression requi res treatment and prophylax is  regimens t h a t  are lengthy 
i n  du ra t i on  and o f t e n  expensive. There are no proven therapies e f f e c t i v e  f o r  Cryptospor id ium and M. avium 
in fec t i ons ,  and l i m i t e d  treatment opt ions are ava i l ab le  f o r  cytomegalovirus and P. c a r i n i i .  The need e x i s t s  
f o r  more potent  and s e l e c t i v e  therapeut ic  agents w i th  a c t i v i t y  against  the oppor tun i s t i c  i n fec t i ons .  

HEALTHY PEOPLE 2000 

The Pub l i c  Heal th Service (PHS) i s  comnit ted t o  achieving the hea l th  promotion anddisease prevent ion ob jec t i ves  
o f  "Healthy People 2000,1i a PHS-led na t i ona l  a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. This RFA, Nat ional  
Cooperative Drug Discovery Groups f o r  the Treatment of  Oppor tun is t ic  I n f e c t i o n s  Associated With Acquired 
Imnunodeficiency Syndrome, i s  r e l a t e d  t o  the p r i o r i t y  area o f  H I V  I n fec t i on .  P o t e n t i a l  appl icants  may ob ta in  
a copy o f  "Healthy People 2000" ( F u l l  Report: Stock No. 017-001-00474-0) o r  "Healthy People 2O0Ott ( S m a r y  
Report: Stock No. 017-001-00473-1) through the Superintendent of Documents, Government P r i n t i n g  O f f i ce ,  
Washington, DC 20402-9325 (telephone 2020-783-3238). 

i 
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PURPOSE 

The purpose of t h i s  RFA i s  t o  encourage inves t i ga to rs  from d i ve rse  f i e l d s  and exper t i se  t o  co l l abo ra te  and t o  
explore new avenues u t i l i z i n g  recent advances i n  molecular b io logy  and biochemistry f o r  i d e n t i f i c a t i o n  o f  new 
therapeut ic  targets .  U n i t s  i n  which these research t a l e n t s  and resources are combined a re  termed "NATIONAL 
COOPERATIVE DRUG DISCOVERY GROUPS8' (NCDDGs). The NCDDG-01 program would prov ide a mechanism f o r  a formal ized 
c o l l a b o r a t i o n  between s c i e n t i s t s  from un ive rs i t i es ,  pharmaceutical companies, and the  Government. The NCDDG-01 
program was conceptual ized as having the capaci ty  t o  generate new approaches and s t ra teg ies  f o r  the treatment 
o f  oppor tun i s t i c  i n f e c t i o n s  i n  A I D S  p a t i e n t s  and t o  r a p i d l y  t r a n s l a t e  such concepts i n t o  p o t e n t i a l l y  e f f e c t i v e  
treatment. Resul ts from the research proposed should be used t o  i d e n t i f y  and develop s t ra teg ies  f o r  long-term 
p lanning o f  therapeut ic  approaches o r  t o  i d e n t i f y  and develop new p o t e n t i a l  t reatments worthy o f  f u r t h e r  
development i n  c l i n i c a l  t r i a l s .  

The NCDDG-01 i n i t i a t i v e  has evolved as a p a r t  o f  the NCDDG program on A I D S  (now r e f e r r e d  t o  as NCDDG-HIV). The 
NCDDG-HIV program, launched i n  1986, i s  c u r r e n t l y  funding 23 groups whose research e f f o r t s  a re  d i r e c t e d  towards 
the  i d e n t i f i c a t i o n  o f  more s e l e c t i v e  and e f f e c t i v e  agents t o  t r e a t  H I V  i n fec t i on .  The s tud ies supported by the 
NCDDG-HIV program have l e d  t o  the i d e n t i f i c a t i o n  o f  several  p o t e n t i a l  new therapeut ic  agents. The NCDDG-01 
i n i t i a t i v e ,  launched i n  1989, seeks t o  s t imu la te  i nves t i ga t i ons  leading t o  the i d e n t i f i c a t i o n  and p r e c l i n i c a l  
development o f  agents a c t i v e  against  the var ious pathogens causing oppor tun i s t i c  i n f e c t i o n s  i n  A I D S  pat ients .  
Seven groups were funded i n  1990 and four  add i t i ona l  groups were funded i n  1991. This R F A  encourages 
p a r t i c i p a t i o n  by groups proposing t o  study Pneumocystis, Cryptosporidiun, Mycobacterium aviun, and 
cytomegalovirus. Appl icat ions focusing on the biochemistry and metabol ic a c t i v i t i e s  (o ther  than f o l a t e  
metabolism) o f  these microorganisms o r  on c e l l u l a r  changes produced by i n f e c t i o n  a re  s t r o n g l y  encouraged. Other 
organisms have been excluded from t h i s  compet i t ion i n  order t o  achieve programnatic balance among Groups 
p rev ious l y  funded w i t h i n  the NCDDG-01 program. Sc ien t i s t s  studying the oppor tun i s t i c  i n f e c t i o n s  associated w i th  
A I D S  and whose research does no t  l i e  w i t h i n  the areas def ined as responsive t o  t h i s  RFA are s t r o n g l y  encouraged 
t o  apply f o r  i n v e s t i g a t o r - i n i t i a t e d  (R01) grants. 

Recent advances i n  molecular biology, biochemistry, and pathogenesis a re  c rea t i ng  avenues f o r  innovat ive 
approaches. The NCDDG-01 program w i l l  p rov ide assistance t o  ta len ted  s c i e n t i s t s  t o  i n t e r a c t  as a unit t o  c a r r y  
out the p r e c l i n i c a l  research essen t ia l  f o r  the r e a l i z a t i o n  o f  p ro jec t  ob ject ives.  An NCDDG-01 could be composed 
o f  s c i e n t i s t s  from a combination o f  academic, non- p ro f  i t  research, and comnercial organizat ions.  Each NCDDG-01 
w i l l  be assembled by the P r i n c i p a l  I nves t i ga to r  t o  form a m u l t i d i s c i p l i n a r y  consortium represent ing the var ious 
s k i l l s  needed t o  successfu l ly  design, synthesize, and evaluate, a t  the p r e c l i n i c a l  leve l ,  p o t e n t i a l  therapeut ic  
agents use fu l  i n  the treatment o f  oppor tun i s t i c  i n fec t i ons  i n  A I D S  pa t i en ts .  S p e c i f i c a l l y  excluded from the 
group's a c t i v i t i e s  a re  s tud ies r e l a t e d  t o  c l i n i c a l  evaluat ion o f  drugs. 

P ro jec ts  o r  cores w i t h  proposed animal model development must be i n teg ra ted  w i t h i n  the major goal  o f  targeted 
drug d iscovery and requi red t o  a t t a i n  the group's ob ject ives.  Animal model component(s) may be requested by 
the N I A I D  t o  evaluate i n  v i v o  compounds other  than compounds generated by the group. Funds f o r  evaluat ion of 
new agents in animal models w i l l  be wi thheld u n t i l  compounds generated by the group o r  prov ided by the N I A I D  
a re  a v a i l a b l e  f o r  animal e f f i c a c y  studies.  Test ing o f  na tu ra l  products, b i o l o g i c s  and/or syn the t i c  compounds 
may no t  exceed 25 percent o f  the t o t a l  l eve l  of  e f f o r t  o f  the group. Random screening o f  compounds w i l l  not  
be supported under t h i s  R F A .  

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND M I N O R I T I E S  I N  C L I N I C A L  RESEARCH STUDIES 

For p r o j e c t s  i nvo l v ing  c l i n i c a l  research, N I H  requi res appl icants  t o  g i ve  specia l  a t t e n t i o n  t o  the i nc lus ion  
o f  women and m i n o r i t i e s  i n  study populat ions.  I f  women o r  m i n o r i t i e s  are not  included i n  the study populat ions 
f o r  c l i n i c a l  studies,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  exc lus ion must be provided. Appl icat ions wi thout such 
documentation w i l l  not  be accepted f o r  review. 

MECHANISM OF SUPPORT 

Awards w i l l  be made as cooperat ive agreements (UO1). The cooperat ive agreement funding mechanism d i f f e r s  from 
the  t r a d i t i o n a l  research grant  i n  t h a t  the Government component ( N I A I D )  awarding the cooperat ive agreement 
a n t i c i p a t e s  subs tan t i a l  programnatic involvement dur ing performance. The nature o f  N I A I D  s t a f f  p a r t i c i p a t i o n  
i s  descr ibed i n  the RFA. However, i t  i s  the P r i n c i p a l  I nves t i ga to r  who def ines h i s /he r  ob jec t i ves  i n  accord 
w i t h  h is /her  own i n t e r e s t s  and percept ions o f  approaches t o  the treatment o f  AIDS-associated oppor tun i s t i c  
i n fec t i ons .  

The appl icant  i n s t i t u t i o n  and the P r i n c i p a l  I nves t i ga to r  w i l l  be responsible f o r  the group's appl icat ion.  
Awards w i l l  be made t o  the appl icant  i n s t i t u t i o n  on behal f  o f  the group as a whole and no t  t o  i nd i v idua l  
research p r o j e c t s  w i t h i n  the group. The appl icant  i n s t i t u t i o n  w i l l  p rov ide a Central  Operations O f f i c e  f o r  the 
group. The appl icant  i n s t i t u t i o n  w i l l  be responsible f o r  the performance o f  the e n t i r e  group and w i l l  be 
accountable f o r  the funds awarded. The p a r t i c i p a t i o n  o f  the Government through the N I A I D  extramural s t a f f  i s  
aimed a t  f a c i l i t a t i n g  a concerted e f f o r t  by a l l  members of  the group by p rov id ing  appropr ia te s c i e n t i f i c  input, 
by making ava i l ab le  t o  the group b i o l o g i c a l  mater ia ls  f o r  t es t i ng ,  by accessing appropr ia te data bases, by
p rov id ing  a n c i l l a r y  t e s t i n g  and other  resources ava i l ab le  under e x i s t i n g  contracts.  The i n t e r a c t i o n  o f  academic 
and n o n - p r o f i t  research i n s t i t u t i o n s  w i th  comnercial organizat ions and the Government i s  s t rong ly  encouraged 

N I H  Guide f o r  Grants and Contracts - Vol. 20, No 39 - October 18, 1991 

\e' Page 12 



and i s  expected t o  favor  expedi t ious discovery and p r e c l i n i c a l  development o f  agents a c t i v e  against  
oppor tun i s t i c  i n f e c t i o n s  in A I D S  p a t i e n t s  and t o  f a c i l i t a t e  t h e i r  subsequent development f o r  c l i n i c a l  t r i a l s .  

AVAILABILITY OF FUNDS 

N I A I D  an t i c ipa tes  making two t o  fou r  awards, based on highest Program p r i o r i t i e s ,  f o r  p r o j e c t  per iods up t o  
three years and has set  as ide 82.0 m i l l i o n  t o t a l  costs f o r  f i r s t  year funding. I t  i s  an t i c ipa ted  t h a t  no more 
than one new group each.wi l l  be funded f o r  P. c a r i n i i ,  Cryptospor id iun, M. aviun, and cytomegalovirus as a 
r e s u l t  o f  t h i s  RFA. Awards w i l l  be subject  t o  the l i m i t a t i o n  o f  8550,000 i n  t o t a l  costs  f o r  t he  f i r s t  year w i th  
subsequent years funded a t  a l e v e l  no greater  than the f i r s t  year p lus  4 percent. Appl icat ions with budgets 
i n  excess o f  $550,000 t o t a l  ( d i r e c t  and i n d i r e c t )  f i r s t  year costs  w i l l  be re turned wi thout  review. The amount 
spent f o r  th is  RFA w i l l  be dependent on the cont inu ing a v a i l a b i l i t y  o f  funds f o r  t h i s  purpose and the  q u a l i t y  
and d i v e r s i t y  o f  approved appl icat ions.  

METHOD OF APPLYING 

I t  i s  important t o  f o l l o w  the  i n s t r u c t i o n s  i n  t h i s  R F A  f o r  prepar ing the  appl icat ion.  F a i l u r e  t o  do so may 
r e s u l t  i n  an a p p l i c a t i o n  w i t h  i n s u f f i c i e n t  in format ion f o r  appropr ia te s c i e n t i f i c  review. The prospect ive 
appl icant  i s  a l s o  urged t o  c a r e f u l l y  read the sample a p p l i c a t i o n  tha t  i s  ava i l ab le  from: 

Besi ta  Wyche 

Targeted Drug Discovery Sect ion 

Developmental Therapeutics Branch 

D i v i s i o n  o f  A I D S  

Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

6003 Execut ive Boulevard, Room 243P 

Bethesda, MD 20892 

Telephone: (301)  496-8197 


I f  add i t i ona l  i n fo rma t ion  on how t o  prepare a m u l t i - p r o j e c t  a p p l i c a t i o n  i s  required, 

the N I A I D  In format ion Brochure on Program Pro ject  and Center Grants, ava i l ab le  from: 


Program and Pro jec t  Review Branch 

Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

Control  Data Bui ld ing 

6003 Execut ive Boulevard 

Bethesda, MD 20892 

Telephone: (301)  496-0123 


t he  appl icant  may request 

-


-
Quest ions concerning review requirements o f  a complete a p p l i c a t i o n  may be d i r e c t e d  t o  Dr .  Hortencia Hornbeak, 

(301)  496-0123. Questions regarding responsiveness t o  the RFA may be d i r e c t e d  t o  D r .  Barbara Laughon, (301) 

496-8197. 


The deadl ine f o r  rece ip t  o f  app l i ca t i ons  i s  January 13, 1992. Appl icat ions received a f t e r  t h i s  date w i l l  be 

re turned without review. 


The research grant  a p p l i c a t i o n  form PHS 398 ( rev.  10/88)  i s  ava i l ab le  a t  most i n s t i t u t i o n a l  business o f f i c e s .  

I f  not  ava i l ab le  there,  they may be obtained from: 


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

D i v i s i o n  o f  Research Grants 

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

Westwood Bui ld ing,  Room 449 

5333 Uestbard Avenue 

Bethesda, MD 20892 


Submit a signed, t ypewr i t t en  o r i g i n a l  o f  the appl icat ion,  i nc lud ing  he Checkl ist ,  and s i x  signed, exact, 

s ing le -s ided  photocopies, i n  one package to:  


D i v i s i o n  o f  Research Grants 

Nat ional  I n s t i t u t e s  of  Heal th 

Westwood Bui ld ing,  Room 240 

Bethesda, MD 20892** 


The RFA l abe l  ava i l ab le  i n  form PHS 398 (rev. 10/88 or  9 /89 )  must be af  i xed  t o  the  bottom of  the face page o f  

the o r i g i n a l  signed app l i ca t i on .  F a i l u r e  t o  use t h i s  l abe l  could r e s u l t  i n  delayed processing o f  the 

a p p l i c a t i o n  such t h a t  i t  may not  reach the comnit tee i n  t ime f o r  review. 


To assure the i d e n t i f i c a t i o n  o f  your a p p l i c a t i o n  w i th  t h i s  R F A  the a p p l i c a t i o n  form must have IINATIONAL 

COOPERATIVE DRUG DISCOVERY GROUP FOR TREATMENT OF OPPORTUNISTIC INFECTIONS81 (RFA AI-91-15) typed on i tem 2 of 

the face page o f  the a p p l i c a t i o n  form; and 
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Submit 17 exact copies o f  the a p p l i c a t i o n  d i r e c t l y  to: 

Hortencia Hornbeak, Ph.D. 

Deputy Chief, Program and Pro jec t  Review Branch, DEA, N I A I D  

Contro l  Data Bui ld ing,  Room 4C19 
6003 Execut ive Boulevard 
Bethesda, MD 20892 

qbd Telephone: (301) 496-0123 

LETTER OF INTENT 

Prospect ive appl icants  are asked t o  submit by October 30, 1991, a l e t t e r  o f  i n t e n t  t h a t  includes a desc r ip t i ve  

t i t l e  o f  t he  o v e r a l l  proposed research, the name and i n s t i t u t i o n  o f  the P r i n c i p a l  I nves t i ga to r ,  a t i t l e ,  Pro ject  

Leaders, and i n s t i t u t i o n  f o r  each component research p ro jec t  and b r i e f  desc r ip t i ons  of  the proposed p ro jec ts .  

Names o f  prospect ive p r o j e c t  leaders and other  key i nves t i ga to rs  and t h e i r  respect ive r e s p o n s i b i l i t i e s  should 

be included (maximum o f  two pages). The l e t t e r  o f  i n t e n t  i s  requested i n  order t o  prov ide an i n d i c a t i o n  o f  the 

number and scope o f  app l i ca t i ons  t o  be reviewed and i n  order t o  a l low e a r l y  preparat ions f o r  review as we l l  as 

promote e a r l y  i n t e r a c t i o n s  between appl icants  and N I A I D  s t a f f .  The l e t t e r  o f  i n t e n t  does no t  comnit the sender 

t o  submit an a p p l i c a t i o n  nor i s  i t  a requirement f o r  submission o f  an appl icat ion.  The l e t t e r  o f  i n t e n t  i s  t o  

be sent to:  


Barbara Laughon, Ph.D. 

Targeted Drug Discovery Sect ion 

Developmental Therapeutics Branch 

D i v i s i o n  o f  A I D S  

Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

6003 Execut ive Boulevard 

Bethesda, MD 20892 

Telephone: (301) 496-8197 


INQUIRIES 

For a copy o f  t h i s  RFA, contact :  

Ms. Bes i ta  Wyche 
Targeted Drug Discovery Sect ion 
Developmental Therapeutics Branch 
D i v i s i o n  o f  A I D S  
Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 
6003 Execut ive Boulevard, Room 243P 
Bethesda, MD 20892 

*IC& Telephone: (301) 496-8197 

AUTHORITY AND REGULATIONS 

This program i s  descr ibed i n  the  Catalog o f  Federal Domestic Assistance, 93.856 - Microbio logy and In fec t i ous  
Diseases Research and 93.855 - Imnunology, A l l e r g i c  and Imnunologic Diseases Research. Grants a re  awarded under 
the  a u t h o r i t y  o f  t he  Pub l i c  Heal th Service Act, Sect ion 301 (42 USC 241) and administered under PHS grants 
p o l i c i e s  and Federal Regulations, most s p e c i f i c a l l y  a t  42 CFR Par t  52 and 45 CFR Par t  74. This program i s  not  
subject  t o  the intergovernmental review requirements o f  Execut ive Order 12372 or  Heal th Systems Agency review. 

HEALTH EDUCATION RESEARCH FOR D I A B E T I C  EYE D ISEASE 

RFA AVAILABLE: EY-92-01 

P.T. 34; K.W. 0715080, 0502000, 0403004 

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

L e t t e r  o f  I n t e n t  Receipt Date: December 20, 1991 
App l i ca t i on  Receipt Date: February 19, 1992 

PURPOSE 

The Nat ional  Eye I n s t i t u t e  ( N E I )  announces the a v a i l a b i l i t y  o f  a Request f o r  Appl icat ions (RFA)  f o r  cooperat ive 
agreements f o r  app l i ed  research p r o j e c t s  i n  d i a b e t i c  eye disease education. These research p r o j e c t s  must be 
designed t o  develop, implement, and evaluate innovat ive,  cos t -e f fec t i ve ,  comnunity-based educat ion s t ra teg ies  
i n  the Uni ted States t h a t  increase awareness and knowledge o f  d i a b e t i c  eye disease and encourage act ions t o  
prevent loss o f  v i s ion .  P ro jec ts  may be aimed a t  the general populat ion o f  people w i t h  diabetes o r  a t  s p e c i f i c  
segments o f  t he  populat ion w i t h  diabetes, e.g., pregnant women, Nat ive Americans, Hispanics, Blacks, o ther  
m ino r i t i es ,  o lder  Americans, res idents  o f  r u r a l  areas, and the medica l ly  underserved. 
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HEALTHY PEOPLE 2000 

The Pub l ic  Health Serv ice (PHS) i s  comnitted t o  achiev ing the h e a l t h  promotion anddisease prevent ion ob jec t ives  
o f  "Healthy People 2000,18a PHS-led na t iona l  a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. This  RFA, Health Education 
Research f o r  D i a b e t i c  Eye Disease, i s  r e l a t e d  t o  the p r i o r i t y  area o f  reducing b l indness among people w i t h  
diabetes. P o t e n t i a l  app l i can ts  may o b t a i n  a copy o f  "Healthy People 2000" (Ful l  repor t :  Stock No. 
017-001-00474-0) o r  llHealthy People 2000" (Sumnary Report: Stock No. 017-001-00473-1) through the 
Superintendent o f  Documents, Government P r i n t i n g  Of f i ce ,  Washington, DC 20402-9325 (telephone 202-783-3238). 

ELIGIBILITY REQUIREMENTS 

App l ica t ions  may be submitted by domestic and fore ign,  n o n - p r o f i t  and f o r - p r o f i t  organizat ions,  p u b l i c  and 
pr iva te ,  such as u n i v e r s i t i e s ,  col leges, hosp i ta ls ,  laborator ies,  u n i t s  o f  S ta te  o r  l o c a l  governments, and 
e l i g i b l e  agencies o f  the Federal Government. App l ica t ions  from m i n o r i t i e s  and women are  encouraged. 

MECHANISM OF SUPPORT/FUNDS A V A I L A B L E  

The cooperat ive agreement mechanism (UO1) o f  support w i l l  be used because subs tan t ia l  NE1 programnatic s t a f f  
involvement w i t h  awardeecs) i s  expected. This  R F A  i s  a one-t ime s o l i c i t a t i o n .  One t o  three app l ica t ions  are  
expected t o  be funded as a r e s u l t  o f  t h i s  RFA. P ro jec ts  a re  expected t o  vary from one t o  f i v e  years. The funds 
a v a i l a b l e  f o r  the f i r s t  year o f  support f o r  the R F A  are expected t o  t o t a l  approximately $650,000. However, t h i s  
support l e v e l  i s  c o n d i t i o n a l  upon the rece ip t  o f  app l i ca t ions  o f  h igh  s c i e n t i f i c  mer i t .  Awards are  expected 
t o  be made i n  September 1992. Although the  f i n a n c i a l  p lans o f  the  NE1 prov ide f o r  these pro jec ts ,  awards 
pursuant t o  t h i s  R F A  a re  a lso  cont ingent  upon the a v a i l a b i l i t y  o f  funds. 

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND M I N O R I T I E S  I N  C L I N I C A L  RESEARCH STUDIES 

For p r o j e c t s  i n v o l v i n g  c l i n i c a l  research, N I H  requi res app l i can ts  t o  g i v e  spec ia l  a t t e n t i o n  t o  the  i n c l u s i o n  
o f  women and m i n o r i t i e s  i n  study populat ions. I f  women o r  m i n o r i t i e s  a re  not  inc luded i n  the  study populat ions 
f o r  c l i n i c a l  s tud ies,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  exc lus ion must be provided. App l ica t ions  wi thout  such 
documentation w i l l  not  be accepted f o r  review. 

APPLICATION PROCEDURES 

The research grant  a p p l i c a t i o n  form PHS 398 ( rev.  10/88)  must be used i n  apply ing f o r  these cooperat ive 
agreements. These forms are  a v a i l a b l e  a t  i n s t i t u t i o n a l  business o f f i c e s  and from the O f f i c e  o f  Grants 
Inqu i r ies ,  D i v i s i o n  o f  Research Grants, Nat ional  I n s t i t u t e s  o f  Health, 5333 Uestbard Avenue, Room 449, 
Bethesda, MD 20892 (Telephone: 301-496-7441). 

Appl ica t ions  must be received by February 19, 1992. 

LETTER OF INTENT 

Prospect ive app l i can ts  are encouraged t o  submit, by December 20, 1991, a l e t t e r  o f  i n t e n t  t h a t  includes a 

d e s c r i p t i v e  t i t l e  of the  proposed research, the  grantee i n s t i t u t i o n ,  the  name, address, and telephone number 

o f  the  P r i n c i p a l  Inves t iga tor ,  the  names o f  o ther  key personnel, the 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 ,  i f  any, and 

the  number and t i t l e  o f  the  RFA i n  response t o  which the a p p l i c a t i o n  i s  being submitted. 


Although a l e t t e r  o f  i n t e n t  i s  not  required, i s  not b ind ing,  and does not  enter  i n t o  the  review o f  subsequent 

app l ica t ions ,  the  in fo rmat ion  t h a t  i t  conta ins i s  extremely h e l p f u l  i n  p lanning f o r  the  review o f  app l i ca t ions .  

I t  a l lows NE1 s t a f f  t o  est imate the p o t e n t i a l  review workload and t o  avoid poss ib le  c o n f l i c t  o f  i n t e r e s t  i n  the 

review. 


The l e t t e r  o f  i n t e n t  i s  t o  be sent to :  


Janet M. Cuca, Ph.D. 

Review and Special Pro jec ts  O f f i c e r  

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

B u i l d i n g  31, Room 6A06 

9000 R o c k v i l l e  P ike  

Bethesda, MD 20892 


I N Q U I R I E S  

W r i t t e n  and telephone inqu i res  concerning the  ob jec t ives  and scope o f  t h i s  RFA a r e  encouraged. The oppor tun i ty  
t o  c l a r i f y  any issues o r  questions from p o t e n t i a l  app l i can ts  i s  welcome. Appl icants  should request a copy o f  
the  RFA. The RFA conta ins complete a p p l i c a t i o n  procedures, and a d d i t i o n a l  in fo rmat ion  regard ing the  background, 
research object ives,  spec ia l  requirements, review procedures, and schedules. The program o f f i c i a l  named below 
w i l l  be pleased t o  ma i l  the  RFA t o  a l l  who request i t .  
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D i r e c t  i n q u i r i e s  regard ing p r o g r a m t i c  issues to: 

Donald F. Everet t  

Extramural Program D i r e c t o r  

Co l labo ra t i ve  C l i n i c a l  Research Branch 

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

B u i l d i n g  31, Room 6A49 


rlc 	 9000 Rockv i l l e  P i ke  
Bethesda, MD 20892 
Telephone: ( 3 0 1 )  496-5983 

For grants  admin i s t ra t i on  informat ion,  contact: 

Gaye Lynch 

Chief, Grants Management Sect ion 

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

B u i l d i n g  31, Room 6A48 

9000 R o c k v i l l e  P i ke  

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-5884 


AUTHORITY AND REGULATIONS 

This program i s  descr ibed i n  the  Catalog o f  Federal Domestic Assistance No. 93.867, Ret ina l  and Choroidal 
Disease Research. Awards are made under au tho r i za t i on  o f  the Pub l i c  Heal th Service Act, T i t l e  I V ,  Pa r t  A 
(Publ ic  Law 78-410, as amended by Pub l i c  Law 99-158, 42 USC 241 and 285) and administered under PHS grants  
p o l i c i e s  and Federal Regulat ion 42 CFR 52 and 45 CFR Par t  74. This program i s  no t  subject  t o  the 
i n te rgove rmen ta l  review requirements o f  Execut ive Order 12372 or  Heal th Systems Agency review. 

ONGOING PROGRAM ANNOUNCEMENTS 

DEVELOPING AND IMPROVING INSTITUTIONAL ANIMAL RESOURCES 

PA: PA-92-09 

P.T. 34; K . U .  1002002, 0735000 

Nat ional  Center f o r  Research Resources 

App l i ca t i on  Receipt Date: December 20, 1991 
1 c  

PURPOSE 

The Nat ional  Center f o r  Research Resources (NCRR) encourages the submission o f  improvement grant app l i ca t i ons  
by biomedical research i n s t i t u t i o n s  rece iv ing  over $1,000,000 ( d i r e c t  costs)  i n  the  most recen t l y  completed 
f i s c a l  year (October 1 t o  September 3 0 ) ,  f o r  one o r  more research p r o j e c t s  supparted by the  U.S. Pub l i c  Heal th 
Service agencies and invo lv ing  the use o f  animals. Major ob ject ives o f  t h i s  program a re  t o  upgrade animal 
f a c i l i t i e s ,  develop a d m i n i s t r a t i v e l y  cen t ra l i zed  programs o f  animal care, and t o  enable i n s t i t u t i o n s  t o  comply 
w i th  the USOA Animal Welfare Act and DHHS p o l i c i e s  r e l a t e d  t o  the care and use o f  laboratory  animals. These 
awards requ i re  matching funds from the awardee i n s t i t u t i o n .  E l i g i b l e  budget categor ies are l i m i t e d  t o  
A l t e r a t i o n s  and Renovations (A&R) t o  improve laboratory  animal f a c i l i t i e s  and major equipment items f o r  animal 
resource and d iagnos t i c  l abo ra to ry  needs. 

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

Any domestic p u b l i c  o r  p r i v a t e  i n s t i t u t i o n ,  organizat ion,  o r  assoc iat ion w i t h  one o r  more research p r o j e c t s  
supported by the  PHS t h a t  i nvo l ve  the use o f  laboratory  animals i s  e l i g i b l e  t o  apply. I n s t i t u t i o n s  and 
comnercial f i rms  p rov id ing  o n l y  serv ices o r  products and without a c l e a r l y  de f i ned  research component are not  
e l i g i b l e  t o  apply. Also, t h i s  program w i l l  not  support requests f o r  A&R and equipment used f o r  teaching 
purposes o r  f o r  housing non-research animals. Only one a p p l i c a t i o n  may be submit ted under t h i s  program by an 
i n s t i t u t i o n  per Federal f i s c a l  year. However, separate app l i ca t i ons  may be submit ted from d i f f e r e n t  co l leges 
o r  schools on the same campus o f  a u n i v e r s i t y  w i t h i n  the same federa l  f i s c a l  year. I n s t i t u t i o n s  must c u r r e n t l y  
have PHS research support t o  be e l i g i b l e  f o r  an award. Appl icat ions from other  Federal agencies o r  i n s t i t u t i o n s  
(e.g., Veterans Admin is t ra t ion)  are l i m i t e d  t o  requests f o r  equipment only. 

A separate program announcement i s  ava i l ab le  f o r  animal f a c i l i t y  improvement grant  app l i ca t i ons  from smal l  
research i n s t i t u t i o n s  rece iv ing  less than 91,000,000 ( d i r e c t  costs)  o f  PHS support du r ing  the  most recen t l y  
completed Federal f i s c a l  year. 
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MECHANISM OF SUPPORT 

The mechanism a v a i l a b l e  f o r  t he  support o f  improvement p r o j e c t s  are Grants f o r  Repair, Renovation and Moderni­
z a t i o n  o f  E x i s t i n g  Research F a c i l i t i e s  (GZO). The t o t a l  budget request f o r  t he  improvement grant  a p p l i c a t i o n  
and award i s  l i m i t e d  t o  5700,000. W i th in  t h i s  l i m i t ,  the equipment request may be up t o  5700,000, but the  AgR 
p o r t i o n  may no t  exceed $500,000. Requests are l i m i t e d  t o  ABR t o  improve laboratory  animal f a c i l i t i e s  and major 
resource equipment r e l a t e d  t o  the improvement, such as animal cage systems and cage washers w i t h  a manufac­
t u r e r ' s  unit va lue o f  a t  l eas t  51000. Requests f o r  bas ic  equipment items f o r  c e n t r a l i z e d  su rg i ca l  f a c i l i t i e s ,  
d iagnos t i c  laborator ies,  t ransgenic animal f a c i l i t i e s ,  and other  s i m i l a r  associated a c t i v i t i e s  a re  a l lowable 
but must be w e l l  j u s t i f i e d .  Support f o r  new const ruct ion,  i nc lud ing  completion o f  s h e l l  space, and equipment 
intended f o r  teaching and non-research purposes i s  not  author ized. Matching funds from nowFederal  sources, 
equal t o  o r  exceeding the  t o t a l  award, are required. 

RESEARCH OBJECTIVES 

Animal resource improvement grants  a re  awarded t o  a s s i s t  biomedical research and educat ional  i n s t i t u t i o n s  i n  
upgrading t h e i r  animal f a c i l i t i e s  and in  developing a d m i n i s t r a t i v e l y  c e n t r a l i z e d  programs o f  animal care. 
Another major o b j e c t i v e  i s  t o  a s s i s t  i n s t i t u t i o n s  in  complying w i t h  p rov i s ions  o f  t he  Animal Welfare Act and 
Pub l i c  Heal th Service (PHS) p o l i c i e s  r e l a t e d  t o  the care and use o f  l abo ra to ry  animals. 

REVIEU PROCEDURES 

A l l  app l i ca t i ons  w i l l  be reviewed f o r  s c i e n t i f i c  and technica l  mer i t  by an appropr ia te review comnit tee managed 
by the O f f i c e  of Review, NCRR. Second l e v e l  review w i l l  be provided by the  Nat ional  Advisory Research Resources 
Council (NARRC). Review o f  t he  app l i ca t i ons  w i l l  be based on s c i e n t i f i c  mer i t ,  technica l  soundness, and reason­
ableness o f  the budget. 

APPLICATION PROCEDURES 

App l i ca t i ons  must be submit ted t o  the  D i v i s i o n  o f  Research Grants (DRG) us ing form PHS 398, "App l i ca t i on  f o r  
Pub l i c  Heal th Service Grant," ( rev.  10/88). 

The rece ip t  date f o r  submission of  app l i ca t i ons  i s  December 20, 1991. Appl icat ions received by t h i s  deadl ine 
w i l l  rece ive February-March i n i t i a l  review, May-June NARRC review, and w i l l  have an e a r l i e s t  poss ib le  beginning 
date o f  J u l y  1, 1992. Subsequently, October 1 w i l l  be the annual r e c e i p t  date. App l i ca t i ons  s u h i t t e d  f o r  t h i s  
deadl ine w i l l  rece ive February-March i n i t i a l  review, May-June NARRC review, and w i l l  have an e a r l i e s t  poss ib le  
beginning date o f  Ju l y  1. 

App l i ca t i ons  received l a t e  f o r  a p a r t i c u l a r  deadl ine w i l l  be re turned t o  the  appl icant .  App l i ca t i on  k i t s  may 
be obtained from most i n s t i t u t i o n a l  business o f f i c e s ,  and from the D i v i s i o n  o f  Research Grants, N I H  (see address 
below). The NCRR Comparative Medicine Program (address i nd i ca ted  below) rmst be contacted f o r  i n fo rma t ion  about 
the specia l  i n s t r u c t i o n s  t h a t  apply  t o  the format and d e t a i l s  o f  app l i ca t i ons  submitted. 

The completed o r i g i n a l  a p p l i c a t i o n  and four  copies, i nc lud ing  appendix mater ia l ,  must be mai led o r  de l i ve red  

-


-rr 

to:  

D i v i s i o n  o f  Research Grants 
Nat ional  I n s t i t u t e s  o f  Heal th 
Uestwood Bu i l d ing ,  Room 240 
Bethesda, MD 20892 ** 

An a d d i t i o n a l  two copies o f  the a p p l i c a t i o n  and appendix ma te r ia l  

Dr. Arthur  Schaerdel, S c i e n t i f i c  Review Admin is t ra tor  

O f f i c e  o f  Review 

Nat ional  Center f o r  Research Resources 

Uestwood Bui ld ing,  Room 10A16 

Bethesda. MD 20892 


I NPUI R I ES 

must be mai led to :  

I n q u i r i e s  about s p e c i f i c  improvement program guidel ines and i n s t r u c t i o n s  f o r  complet ion o f  app l i ca t i ons  and 

other  aspects o f  t he  program must be d i r e c t e d  t o  the fo l l ow ing  address (requests f o r  gu ide l ines must inc lude 

two sel f -addressed m a i l i n g  labels) :  


Comparative Medicine Program 

Nat ional  Center f o r  Research Resources 

Uestwood Bui ld ing,  Room 857 

Bethesda, MD 20892 

Telephone: (301) 496-5175 

Facsimile: (301) 480-0868 
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-, 

App l i ca t i on  forms (PHS 398) may be obtained from grantee business o r  sponsored p r o j e c t s  o f f i c e s  and from: 


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

D i v i s i o n  of Research Grants 

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

Uestwood Bui ld ing,  Room 449 

5333 Westbard Avenue 

Bethesda, MD 20892** 

Telephone: (301) 496-7441 


For grants  admin i s t ra t i on  and f i s c a l  matters contact :  


M r .  Paul Karadbi l  

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

O f f i c e  o f  Grants and Contracts Management 

Nat ional  Center f o r  Research Resources 

Uestwood Bui ld ing,  Room 849 

Bethesda, MD 20892 

Telephone: (301) 496-9840 


AUTHORITY AND REGULATIONS 


This program i s  descr ibed in  the Catalog o f  Federal Domestic Assistance No. 93.306, Laboratory Animal Sciences 

and Pr imate Research. Awards w i l l  be made under the a u t h o r i t y  o f  the Pub l i c  Heal th Service Act, T i t l e  111, 

Sect ion 301 (Publ ic  Law 78.410, as amended; 42 USC 241) and administered under PHS grants  p o l i c i e s  and Federal 

Regulat ions 42 CFR Par t  52 and 45 CFR Par t  74. This program i s  not  subject  t o  the  i n te rgove rmen ta l  review 

requirements o f  Execut ive Order 12372 o r  Heal th Systems Agency review. 


ANIMAL FACILITY IMPROVEMENT FOR SMALL RESEARCH PROGRAMS 

PA: PA-92-10 

P.T. 34; K.U. 1002002, 0735000 

Nat ional  Center f o r  Research Resources 

App l i ca t i on  Receipt Date: December 20, 1991 

PURPOSE 

The Nat ional  Center f o r  Research Resources (NCRR) encourages the submission o f  i n d i v i d u a l  animal resource 
improvement grant app l i ca t i ons  from small biomedical research i n s t i t u t i o n s  rece iv ing  less than $1,00D,DOO 
( d i r e c t  costs)  i n  the most recen t l y  completed Federal f i s c a l  year (October 1 t o  September 301, f o r  one o r  more 
research p r o j e c t s  supported by the U.S. Publ ic  Heal th Service (PHS) agencies and i n v o l v i n g  the  use o f  animals. 
Major ob jec t i ves  o f  t h i s  program a re  t o  upgrade animal f a c i l i t i e s ,  develop admin i s t ra t i ve l y  c e n t r a l i z e d  programs 
o f  animal care, and enable i n s t i t u t i o n s  t o  comply w i th  the USOA Animal Ue l fa re  Act end DHHS p o l i c i e s  r e l a t e d  
t o  the care and use o f  laboratory  animals. These awards do not  requ i re  matching funds from the  awardee 
i n s t i t u t i o n .  E l i g i b l e  budget categor ies are l i m i t e d  t o  A l t e r a t i o n s  and Renovations (A&R) t o  improve laboratory  
animal f a c i l i t i e s  and major equipment items f o r  animal resource and d iagnost ic  l abo ra to ry  needs. 

ELIGIBILITY REQUIREMENTS 

Any domestic p u b l i c  and p r i v a t e  i n s t i t u t i o n ,  organizat ion,  o r  assoc iat ion w i th  one o r  more research p r o j e c t s  
supported by the PHS t h a t  i nvo l ve  the use o f  laboratory  animals i s  e l i g i b l e  t o  apply. I n s t i t u t i o n s  and 
comnercial f i rms  p rov id ing  o n l y  serv ices o r  products and without a c l e a r l y  de f i ned  research component a re  no t  
e l i g i b l e  t o  apply. Also, t h i s  program w i l l  not  support requests f o r  A&R and equipment used f o r  teaching 
purposes and f o r  housing non-research animals. An i n s t i t u t i o n  must have cu r ren t  PHS funding f o r  research t o  
be e l i g i b l e  f o r  an award. Appl icat ions from other Federal agencies o r  i n s t i t u t i o n s  (e.g., Veterans 
Admin is t ra t ion)  a re  l i m i t e d  t o  requests f o r  equipment only. 

A separate program announcement e n t i t l e d  Weveloping and Improving I n s t i t u t i o n a l  Animal Resources" i s  ava i l ab le  
f o r  biomedical research i n s t i t u t i o n s  rece iv ing  over $1,000,000 ( d i r e c t  costs)  o f  PHS support du r ing  the  most 
recen t l y  completed Federal f i s c a l  year. 

Appl icant i n s t i t u t i o n s  must receive less than $1,000,000 ( d i r e c t  costs)  du r ing  t h e  most r e c e n t l y  completed 
Federal f i s c a l  year i n  PHS awards f o r  research. The $1,000,000 l i m i t  app l i es  t o  a l l  PHS research support 
awarded, not  j u s t  t h a t  p o r t i o n  t h a t  can be i d e n t i f i e d  w i th  animal research. I f  t h i s  l i m i t  i s  exceeded, the 
program announcement mentioned above tha t  r e l a t e s  t o  i n s t i t u t i o n s  rece iv ing  more than $1,000,000 annual ly  i n  
PHS research funding w i l l  apply and app l i ca t i ons  w i l l  be t rans fe r red  by NCRR f o r  cons iderat ion i n  t h a t  category. 
Small i n s t i t u t i o n s  may not  subni t  more than one a p p l i c a t i o n  o r  apply f o r  o ther  NCRR support f o r  developing and 
improving i n s t i t u t i o n a l  animal resources within the same Federal f i s c a l  year of PHS funding. 
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MECHANISM OF SUPPORT 

The mechanism a v a i l a b l e  f o r  the support o f  improvement p ro jec ts  i s  the Grant f o r  Repair, Renovation and 
Modernizat ion o f  E x i s t i n g  Research F a c i l i t i e s  (G20). The t o t a l  budget request f o r  the improvement grant 
a p p l i c a t i o n  and award i s  l i m i t e d  t o  $150,000 f o r  equipment and 8100,000 f o r  A&R. Requests are l i m i t e d  t o  A&R 
t o  improve e x i s t i n g  l abo ra to ry  animal f a c i l i t i e s  and major resource equipment r e l a t e d  t o  the improvement, such 
as animal cage systems and cage washers w i t h  a manufacturer 's unit value o f  a t  l eas t  $1,000. Requests f o r  bas ic  -
equipment items f o r  c e n t r a l i z e d  su rg i ca l  f a c i l i t i e s ,  d iagnost ic  laborator ies,  t ransgenic animal f a c i l i t i e s ,  and 
other  s i m i l a r  associated a c t i v i t i e s  are a l lowable but must be we l l  j u s t i f i e d .  Requests f o r  new construct ion,  
i nc lud ing  the complet ion o f  s h e l l  space, and equipment intended f o r  teaching o r  non-research purposes are not  
allowable. 

RESEARCH OBJECTIVES 

Animal resource improvement grants  a re  awarded t o  a s s i s t  biomedical research i n s t i t u t i o n s  i n  upgrading t h e i r  
animal f a c i l i t i e s  and i n  developing admin i s t ra t i ve l y  cen t ra l i zed  programs o f  animal care. Another major 
o b j e c t i v e  i s  t o  a s s i s t  i n s t i t u t i o n s  i n  complying w i t h  p rov i s ions  o f  the Animal Ue l fa re  Act and PHS p o l i c i e s  
r e l a t e d  t o  the care and use o f  laboratory  animals. 

REVIEU PROCEDURES 

A l l  app l i ca t i ons  w i l l  be reviewed f o r  s c i e n t i f i c  and technica l  m e r i t  by an appropr ia te review comnit tee managed 
by the  O f f i c e  o f  Review, NCRR. Second leve l  review w i l l  be provided by the Nat ional  Advisory Research Resources 
Counci l  (NARRC). Review o f  the app l i ca t i ons  w i l l  be based on s c i e n t i f i c  meri t ,  technica l  soundness, and 
reasonableness o f  the budget. 

APPLICATION PROCEDURES 

Appl icat ions must be sutnnitted t o  the D i v i s i o n  o f  Research Grants (DRG) us ing form PHS 398, I 'Appl icat ion f o r  
Pub l i c  Heal th Service Grant," ( rev.  10/88). The rece ip t  date f o r  sutnnission o f  app l i ca t i ons  i s  December 20, 
1991. Appl icat ions received f o r  t h i s  deadl ine w i l l  rece ive February-March i n i t i a l  review, May-June NARRC 
review, and w i l l  have an e a r l i e s t  poss ib le  beginning date o f  Ju l y  1, 1992. Subsequently, June 1 w i l l  be the 
annual rece ip t  date. Appl icat ions received f o r  t h i s  deadl ine w i l l  rece ive October-November i n i t i a l  review, 
January-February NARRC review, and w i l l  have an e a r l i e s t  poss ib le  beginning date o f  Apr i l  1. 

Appl icat ions received l a t e  f o r  a p a r t i c u l a r  deadl ine w i l l  be re turned t o  the  appl icant .  App l i ca t i on  k i t s  may 
be obta ined frommost i n s t i t u t i o n a l  business o f f i c e s ,  and from the D i v i s i o n  o f  Research Grants, N I H  (see address 
below). The NCRR Comparative Medicine Program (address i nd i ca ted  below) must be contacted f o r  in format ion about 
the specia l  i n s t r u c t i o n s  t h a t  apply t o  the format and d e t a i l s  o f  app l i ca t i ons  submitted. 

The completed o r i g i n a l  a p p l i c a t i o n  and fou r  copies i nc lud ing  appendix ma te r ia l  should be mai led o r  de l i ve red  
to: 

D i v i s i o n  o f  Research Grants 
Nat ional  I n s t i t u t e s  o f  Heal th 
Uestuood Bui ld ing,  Room 240 
Bethesda, MD 20892 ** 
An a d d i t i o n a l  two copies o f  t he  a p p l i c a t i o n  and appendix ma te r ia l  must 

D r .  Ar thur  Schaerdel 

S c i e n t i f i c  Review Admin is t ra tor  

Comparative Medicine Review Comnittee 

Nat ional  Center f o r  Research Resources 

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

Uestwood Bui ld ing,  Room 10A16 

5333 Uestbard Avenue 

Bethesda, MD 20892 


I N Q U I R I E S  

be mailed to: 

I n q u i r i e s  about s p e c i f i c  improvement program guidel ines and i n s t r u c t i o n s  f o r  complet ion o f  the a p p l i c a t i o n  and 

other  aspects o f  the program must be d i r e c t e d  t o  the fo l l ow ing  address (requests f o r  gu ide l ines must inc lude 

two sel f -addressed m a i l i n g  labels) :  


Comparative Medicine Program 

Nat ional  Center f o r  Research Resources 

Uestwood Bui ld ing,  Room 857 

5333 Uestbard Avenue 

Bethesda, MD 20892 

Telephone: (301) 496-5175 

Facsimile: (301) 480-0868 
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, 

App l i ca t i on  forms (PHS 398) may be obtained from grantee business o r  sponsored p r o j e c t s  o f f i c e s  and from: 


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

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

Uestuood Bui ld ing,  Room 449 

5333 Uestbard Avenue 

Eethesda, MD 20892 

Telephone: (301)  496-7441 


AUTHORITY AND REGULATIONS 

This program i s  descr ibed i n  the  Catalog o f  Federal Domestic Assistance No. 93.306, Laboratory Animal Sciences 
and Pr imate Research. Awards w i l l  be made under the a u t h o r i t y  o f  t he  Pub l i c  Heal th Service Act, T i t l e  111, 
Sect ion 301 (Publ ic  Law 78.410, as amended; 42 USC 241) and administered under PHS grant  p o l i c i e s  and Federal 
Regulat ions 42 CFR Par t  52 and 45 CFR Par t  74. This program i s  no t  subject  t o  the  intergovernmental review 
requirements o f  Execut ive Order 12372 o r  Heal th Systems Agency review. 

MECHANISMS OF ACTION OF INTRAVENOUS IMMUNOCLOEULIN 

FA: FA-91-17 

P.T. 34; K.U. 0710070, 0745045, 0715015, 0715120 

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 

The D i v i s i o n  o f  A l lergy,  Imnunology and Transplantat ion ( D A I T )  o f  the Nat ional  I n s t i t u t e s  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 ) ,  a component o f  the Nat ional  I n s t i t u t e s  o f  Heal th (NIH),  i n v i t e s  research p r o j e c t  
grant app l i ca t i ons  f o r  support o f  bas ic  and p r e c l i n i c a l  s tud ies on the mechanisms o f  a c t i o n  o f  intravenous 
imnunoglobulin ( I V I G )  therapy o f  diseases. 

BACKGROUND INFORMATION 

Imnunoglobulin preparat ions from human b lood were f i r s t  successfu l ly  used c l i n i c a l l y  t o  t r e a t  imnunodeficiency 
condi t ions.  L a t e l y  however, improved I V I G  preparat ions have been used w i t h  vary ing degrees o f  success f o r  the 
treatment o f  several  diseases i nc lud ing  i n f e c t i o n s  i n  low b i r t h  ue ight  in fants ,  g r a f t  versus host disease 
(GVHD), i d i o p a t h i c  thrombocytopenic purpura ( I T P ) ,  Kawasaki syndrome, and demyel inat ing polyneuropathies. A t  
a conference e n t i t l e d  Vonsensus Development Conference on Intravenous Imnunoglobul in: Prevent ion and Treatment 
o f  Disease,I8 h e l d  on May 21-23, 1990 a t  the Nat ional  I n s t i t u t e s  of Heal th ( N I H ) ,  the consensus panel concluded, 
"There i s  a great need f o r  an understanding o f  the mechanisms of  ac t i on  o f  I V I G  in  the  var ious condi t ions in  
which i t  i s  employed. Without knowledge of  s p e c i f i c  mechanisms, progress i n  t h i s  area u i l l  be slow. This 
should be a major focus o f  f u t u r e  e f f o r t s . "  

The mechanisms o f  a c t i o n  and the ef fect iveness o f  I V I G  therapy used i n  t r e a t i n g  pr imary and presunably secondary 
imnunodef ic iencies appear r e l a t e d  t o  replacement o f  ant ibodies d i r e c t e d  against  environmental pathogens such 
as group E st reptococc i  and cytomegalovirus. However, the need f o r  massive doses o f  I V I G  suggests t h a t  the 
re levant  ant ibodies may be present a t  very  low concentrat ions i n  the pooled imnunoglobulin preparat ions.  I n  
contrast ,  Ii t t l e  i n fo rma t ion  e x i s t s  regarding the mechanisms involved in  reve rs ion  o f  synptomatology induced 
by I V I G  i n  p a t i e n t s  w i t h  ITP, GVHD, polyneuropathies, and Kawasaki syndrome. 

RESEARCH GOALS AN0 SCOPE 

The N I A I D  be l ieves t h a t  the e l u c i d a t i o n  o f  the mechanism o f  a c t i o n  o f  I V l G  w i l l  lead t o  a b e t t e r  r a t i o n a l e  and 
improved s t ra teg ies  f o r  i t s  a p p l i c a t i o n  t o  the therapy of disease. Areas of i n t e r e s t  on the mechanisms o f  
a c t i o n  o f  I V I G  admin i s t ra t i on  inc lude but are no t  l i m i t e d  to: 

o 	 Analysis o f  the e f f e c t s  o f  I V I G  on the  i nduc t i on  and development o f  c e l l u l a r  and humoral irnnune responses 
in the normal and imnunodef ic ient  host. 

o E f f e c t s  o f  I V I G  on the number and func t i on  o f  na tu ra l  k i l l e r  and T suppressor/cytotoxic c e l l s .  

o E f f e c t s  o f  I V I G  on the c learance o f  imnune complexes by the re t i cu loendo the l i a l  system. 

o 	 E f f e c t s  o f  I V I G  on the i n i t i a t i o n  and evo lu t i on  o f  autoimnune responses, p a r t i c u l a r l y  p e r t a i n i n g  t o  the 
i nduc t i on  o f  to lerance and o f  a n t i i d i o t y p i c  ant ibodies.  

o Determinat ion o f  the e f f e c t s  o f  I V I G  on the l eve l s  and a c t i v i t i e s  o f  complement a c t i v a t i o n  products. 

HEALTHY PEOPLE 2000 

The Pub l i c  Heal th Service (PHS) i s  comnit ted t o  achieving the hea l th  promotion anddisease prevent ion ob jec t i ves  
of  IWealthy People 2000,11 a PHS-led na t i ona l  a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. This  Program Announcement, 
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Mechanisms o f  Ac t i on  o f  Intravenous Imnunoglobulin, i s  r e l a t e d  t o  the p r i o r i t y  areas o f  imnunizat ion and 
i n f e c t i o u s  diseases, and diabetes and chronic  d i s a b l i n g  diseases. Po ten t i a l  appl icants  may ob ta in  a copy o f  
"Healthy People 2O0Ouu( F u l l  Report: Stock No. 017-001-00474-0) o r  IuHealthyPeople 200011(Surnnary Report: Stock 
No. 017-001-00473-1) through the Superintendent o f  Documents, Government P r i n t i n g  O f f i ce ,  Washington, DC 
20402-9325 (telephone: 202-783-3238). 

MECHANISM OF SUPPORT 

The support mechanism f o r  t h i s  research w i l l  be the i n d i v i d u a l  research grant (R01) and the F i r s t  Independent 
Research Support and T r a n s i t i o n  ( F I R S T )  Award (R29). Appl icat ions from women and m i n o r i t y  i n d i v i d u a l s  are 
encouraged. 

GENERAL REQUIREMENTS 

SPECIAL INSTRUCTIONS TO APPLICANTS REGARDING IMPLEMENTATION OF N I H  P O L I C I E S  CONCERNING INCLUSION OF UOMEN AND 
M I N O R I T I E S  I N  CLINICAL RESEARCH STUDY POPULATIONS 

N I H  and ADAMHA p o l i c y  i s  t h a t  appl icants  f o r  NIH/ADAMHA c l i n i c a l  research grants  and cooperat ive agreements w i l l  
be requ i red  t o  inc lude m i n o r i t i e s  and women i n  study populat ions so t h a t  research f i nd ings  can be o f  b e n e f i t  
t o  a l l  persons a t  r i s k  o f  the disease, d isorder  or cond i t i on  under study; spec ia l  emphasis should be placed on 
the  need f o r  i n c l u s i o n  o f  m i n o r i t i e s  and women i n  stud ies o f  diseases, d isorders and condi t ions which 
d i sp ropor t i ona te l y  a f f e c t  them. This p o l i c y  i s  intended t o  apply t o  males and females o f  a l l  ages. I f  women 
o r  m i n o r i t i e s  a re  excluded or  inadequately represented i n  c l i n i c a l  research, p a r t i c u l a r l y  i n  proposed 
populat ion-based studies,  a c l e a r  compel l ing r a t i o n a l e  should be provided. 

The composi t ion o f  the proposed study populat ion must be descr ibed i n  terms o f  gender and r a c i a l / e t h n i c  group. 
In  addi t ion,  gender and r a c i a l / e t h n i c  issues should be addressed i n  developing a research design and sample s i z e  
appropr ia te f o r  the s c i e n t i f i c  ob ject ives o f  the study. This in format ion should be included i n  the form PHS 398 
i n  Sect ion 2, A - D  o f  the Research Plan AND sumnarized i n  Sect ion 2, E, Human Subjects. Appl icants /of ferors  are 
urged t o  assess c a r e f u l l y  the feas ib i  l i t y  o f  i nc lud ing  the broadest poss ib le  representat ion o f  m i n o r i t y  groups. 
However, N I H  recognizes tha t  i t  may not  be feas ib le  or  appropr ia te i n  a l l  research p r o j e c t s  t o  inc lude 
representat ion o f  the f u l l  a r ray  o f  Uni ted States r a c i a l / e t h n i c  m i n o r i t y  populat ions (i.e., Nat ive Americans 
( i nc lud ing  American Indians o r  Alaskan Nat ives),  As ian/Paci f ic  Is landers,  Blacks, Hispanics). 

The r a t i o n a l e  f o r  s tud ies on s i n g l e  m i n o r i t y  populat ion groups should be provided. 

For the purpose o f  t h i s  po l i cy ,  c l i n i c a l  research includes human biomedicat and behaviora l  s tud ies  o f  e t i o logy ,  
epidemiology, prevent ion ( a d  prevent ive s t ra teg ies) ,  d iagnosis,  o r  treatment o f  diseases, d isorders o r  
condi t ions,  i nc lud ing  bu t  no t  l i m i t e d  t o  c l i n i c a l  t r i a l s .  

The usual  N I H  p o l i c i e s  concerning research on human subjects  a l so  apply. Basic research o r  c l i n i c a l  s tud ies in  
which human t i ssues  cannot be i d e n t i f i e d  o r  l i n k e d  t o  i nd i v idua ls  are excluded. However, every e f f o r t  should 
be made t o  inc lude human t issues from women and r a c i a l / e t h n i c  m i n o r i t i e s  when i t  i s  important t o  apply the 
r e s u l t s  o f  the study broadly, and t h i s  should be addressed by appl icants .  

For f o r e i g n  awards, the p o l i c y  on i n c l u s i o n  o f  women appl ies f u l l y ;  s ince the d e f i n i t i o n  o f  m i n o r i t y  d i f f e r s  
in  other  countr ies,  the appl icant  must discuss the relevance o f  research i nvo l v ing  f o r e i g n  populat ion groups 
t o  the Un i ted  States1 populat ions,  i nc lud ing  m ino r i t i es .  

I f  the requi red i n fo rma t ion  i s  not  contained w i t h i n  the appl icat ion,  the a p p l i c a t i o n  w i l l  be returned. 

Peer reviewers w i l l  address s p e c i f i c a l l y  whether the research p lan  i n  the a p p l i c a t i o n  conforms t o  these 
p o l i c i e s .  I f  the  representat ion o f  women o r  m i n o r i t i e s  i n  a study design i s  inadequate t o  answer the s c i e n t i f i c  
quest ion(s) addressed AND the j u s t i f i c a t i o n  f o r  the se lected study populat ion i s  inadequate, i t  w i l l  be 
considered a s c i e n t i f i c  weakness o r  de f i c iency  i n  the study design and w i l l  be r e f l e c t e d  i n  assigning the 
p r i o r i t y  score t o  the app l i ca t i on .  

A l l  app l i ca t i ons  f o r  c l i n i c a l  research submit ted t o  N I H  are requi red t o  address these p o l i c i e s .  N I H  funding 
components w i l l  no t  award grants  or cooperat ive agreements tha t  do not  comply w i t h  these p o l i c i e s .  

Appl icants  from i n s t i t u t i o n s  t h a t  have a General C l i n i c a l  Research Center (GCRC) funded by the  N I H  Nat ional  
Center f o r  Research Resources may wish t o  i d e n t i f y  the GCRC as a resource f o r  conduct ing the proposed research. 
In such a case, a l e t t e r  o f  agreement from e i t h e r  the GCRC program d i r e c t o r  o r  P r i n c i p a l  I nves t i ga to r  must be 
inc luded w i t h  the  app l i ca t i on .  

METHOD OF APPLYING 

Appl icants  must use the research grant a p p l i c a t i o n  form PHS 398 (rev.  10/88). For purposes of  i d e n t i f i c a t i o n  
and processing, check yes on i t em 2 o f  the face page and enter  the t i t l e :  VlECHANISMS OF ACTION OF INTRAVENOUS 
IMMUNOGLOBULIN PA-91-11Iu. Appl icat ions w i l l  be accepted i n  accordance w i t h  the standard submission dates f o r  
new app l i ca t i ons :  February 1, June 1, and October 1. 
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The o r i g i n a l  and s i x  copies o f  t he  a p p l i c a t i o n  should be subn i t t ed  to: 

D i v i s i o n  o f  Research Grants 
Nat ional  I n s t i t u t e s  o f  Heal th 
Westwood Bui ld ing,  Room 240 
Bethesda, MD 20892** 
**20816 i f  us ing overnight d e l i v e r y  serv ices 

REFERRAL AND REVIEW PROCEDURES 

Appl icat ions w i l l  rece ive I n s t i t u t e  and Study Sect ion assignment on the bas i s  o f  estab l ished Pub l i c  Heal th 
Service r e f e r r a l  gu ide l ines.  Appl icat ions w i l l  be reviewed f o r  s c i e n t i f i c  and technica l  m e r i t  by Study Sect ions 
convened by the D i v i s i o n  o f  Research Grants, N I H .  Fol lowing Study Sect ion review, the  app l i ca t i ons  w i l l  rece ive 
a second- level  review by an appropr ia te council/board. 

REVIEW C R I T E R I A  

The standard review c r i t e r i a  w i l l  be used t o  assess the s c i e n t i f i c  mer i t  o f  appl icat ions.  The Study Sect ion 
w i l l  be reviewing the adequacy o f  p r o t e c t i o n  o f  human subjects, the hunane care o f  animals, and b iosa fe ty  
condi t ions.  I n  c l i n i c a l  research studies,  reviewers a l so  w i l l  be evaluat ing the  adequacy of the  i n c l u s i o n  o f  
women and m i n o r i t i e s  i n  the study populat ions.  

AWARD C R I T E R I A  

Appl icat ions w i l l  compete f o r  ava i l ab le  funds w i th  a l l  o ther  approved app l i ca t i ons  assigned t o  the  i n s t i t u t e .  
The number o f  awards t o  be made i s  dependent upon rece ip t  o f  a s u f f i c i e n t  number o f  app l i ca t i ons  o f  h igh 
s c i e n t i f i c  m e r i t  and upon a v a i l a b i l i t y  o f  funds. 

STAFF CONTACT 

Requests f o r  add i t i ona l  in format ion o r  quest ions regarding t h i s  program may be d i r e c t e d  to: 


Susana A. S. Sztein,  M.D. 

Chief, Autoimnunity Sect ion 

D i v i s i o n  o f  A l lergy,  Imnunology and Transplantat ion 

Nat ional  I n s t i t u t e  o f  A l l e r g y  and In fec t i ous  Diseases 

Westwood Bui ld ing,  Room 755 

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-7985 

FAX Number: ( 3 0 1 )  402-0175
"--For f i s c a l  and admin i s t ra t i ve  mat ters  contact :  

M r .  J e f f r e y  Carow 

Chief ,  Immunology Grants Management Sect ion 

Grants Management Branch, D i v i s i o n  o f  Extramural A c t i v i t i e s  

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 

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

Westwood Bui ld ing,  Room 726 

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-7075 


AUTHORITY AND REGULATIONS 


This program i s  descr ibed i n  the Catalog o f  Federal Domestic Assistance No. 93.855, Immunology, A l l e r g i c  and 
l n u n o l o g i c  Diseases Research. Awards w i l l  be made under the a u t h o r i t y  of the Pub l i c  Heal th Service Act, T i t l e  
111, Sect ion 301 (Publ ic  Law 78-410, as amended; 42 USC 241) and administered under PHS grants  p o l i c i e s  and 
Federal Regulat ion 42 CFR Par t  74.  This program i s  not  subject  t o  the intergovernmental review requirements 
o f  Execut ive Order 12372 o r  Heal th Systems Agency review. 
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