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The D i v i s i o n  o f  B io log i cs  Standards o f  t he  Nat iona l  I n s t i t u t e s  o f  Hea l th  i s  
i n t e r e s t e d  i n  i d e n t i f y i n g  p o t e n t i a l  con t rac to rs  hav ing i n t e r e s t  i n  and c a p a b i l i t y  
f o r  a study t o  evaluate the  mechanisms app l i cab le  t o  d e t o x i f i c a t i o n  of b a c t e r i a l  
-t o x i n s  and a l l e r g e n i c  e x t r a c t s  by formaldehyde. Appropr ia te p repara t ions  which 
cou ld  be obta ined i n  " p u r i f i e d "  s t a t e  should be examined i n  o rde r  t o  see i f  t h e  

w mechanisms o f  d e t o x i f i c a t i o n  are common t o  mu1t i p l e  substances. The cond i t i ons  
necessary f o r  the  p repara t i on  o f  s t a b l e  toxo ids  should be examined. I n  add i t i on ,  
an eva lua t i on  should be made o f  how toxo id ing  a f f e c t s  a n t i g e n i c i t y  o f  r e s u l t i n g  
products. 

1nt.erested organi  za t ions  may submit resume; o f  experience and capabi 1it i e s  whi ch 
should i nc lude  the  professional  q u a l i f i c a t i o n s  of s c i e n t i s t s  having s i g n i f i c a n t  
involvement i n  t h e  proposed study, a d e s c r i p t i o n  o f  general and spec ia l  f a c i l i t i e s ,  
an i n d i c a t i o n  o f  p rev ious  experience i n  t h e  proposed research area, a l i s t i n g  o f  
consu l tan ts  needed and/or a d e s c r i p t i o n  o f  any c o l l a b o r a t i v e  e f f o r t  planned, and 
a b r i e f  o u t l i n e  of t he  proposed experimental design. 

T h i s  synopsis i s  n o t  a request f o r  proposal and responses s h a l l  n o t  s t a t e  proposed 
p r i c i n g .  Only those sources deemed f u l l y  q u a l i f i e d  w i l l  be i n v i t e d  t o  submit 
proposals when requests fo r  proposals are issued. Ten copies of the  resume'of 
experience and c a p a b i l i t i e s  should be submi t ted t o  Mr .  Damian Crane, D i v i s i o n  o f  
B io log i cs  Standards, N I H ,  Bethesda, Maryland 20014, w i t h i n  t e n  days o f  date o f  
pub1i c a t i o n .  

-
!The GUIDE i s  published a t  irregular in tervals  t o  provide pol icy ,  program, and 
a c h h i s t r a t i v e  in fomat ion  t o  individuals  and organizations who need t o  be kept 
informed of requirements and changes i n  grants and contracts programs administered 
by ]?he National I n s t i t u t e s  of Health. 

I 
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A ii N 0 U rJ C E M E ii T 

The Nat iona l  I n s t i t u t e  o f  A r t h r i t i s  and Metabo l ic  Diseases (NIAMD) , Nat iona l  
I n s t i t u t e s  o f  Heal t h y  i s  seeking o rgan iza t i ons  having an i n t e r e s t  and c a p a b i l i t y
f o r  conduct ing research i n  c e r t a i n  s p e c i f i c  problem areas concerned w i t h  a r t i f i 
c i  a1 kidneys and the :1r use: 

1. C l i n i c a l  D i a l y s i s  

a )  Development o f  novel o b j e c t i v e  measures o f  adequacy of d i a l y s i s .  

b j  	Selec t ion  and demonstrat ion o f  a group o f  "marker molecules" i n  
the  "middle molecule" range. (MW = 300-4000) 

c )  	 Eva lua t ion  o f  d i a l y z e r s  by s tudy o f  more porous membranes, h ighe r
surface areas o r  a l t e r e d  f l o w  regimes. 

d) Comparative eva lua t i on  o f  h e m  and pe r i t onea l  d i a l y s i s .  

e)  S t e r i  1iz a t i  on and reuse procedures. 
wnbd 2. Membrane and Klateri  a1 Eva1u a t i  on 

a )  	 Measurement o f  i n  v i t r o  membrane permeabi 1it i e s ,  phys ica l  and 
mechanical p roper t i es .  

b) B1 ood compatib i  1ity  t e s t i n g  . 
c )  Development o f  improved b lood c a m p a t i b i l i t y  t es ts .  

3.  Complications o f  D i a l y s i s  

a) 	 Eva lua t ion  o f  e f fec t i veness  o f  Vi tamin D metabo l i tes  or analogs 
i n  p revent ion  o r  therapy o f  uremic bone disease. 

b )  	 Development o f  improved nervous system f u n c t i o n  t e s t s  ( t o  serve 
as c r i t e r i o n  f o r  uremic nerve damage). 

4. Blood Access 

! a) 	 New concepts i n  b lood access w i t h  lower r i s k  o f  c l o t t i n g  and 
o the r  compl icat ions.  

b)  Improved needle designs f o r  a r te r io -venous f i s t u l a  access. 

W 
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Resume: are invited from organiz2tions having capabili t ies for  one or  more of the 
specific studies l isted.  Resumes should contain: 1 )  information which will clearly
establish the o r  anizations' qualifications,  experience, and achievement i n  a 
specific area; 27 information concerning personnel available for  the project;
3) a brief statement of probable approach, awareness of problems, and factors 
i n v o l v e d n  the selected problems; and 4)  a description of equipment and faci l 
i t i e s  avai 1ab1e for  research. 

I t  i s  emphasized that  expression of interest  must relate to  the research approach
which f a l l s  w i t h i n  the scope o f  the area outlined above and include a rationale 
that  can be scient i f ical ly  evaluated., Item three (3) above should not exceed 
three (3) pages and the ent i re  resume ten (10). 

This announcement i s  not a request for proposals. Respondents will not be notified 
of the results of the evaluation by the National Inst i tute  of Arthritis and 
Metabolic Diseases of the source data received. Only sources deemed ful ly  quali
fied will be considered when requests for  proposals are solicited.  

Ten copies o f  the resume'of experience and capabili t ies should be submitted before 
close of business no l a t e r  than ten (10) days from the appearance of this announce
m e n t ,  t o :  

Program Contract Officer 

National Inst i tute  o f  Arthri t is  and Metabolic Diseases 

Building 31, Room 10-A-52 

National Insti tutes of Health 

Bethesda, Md. 20014 


Telephone cal ls  will n o t  be honored and a l l  inquiries must be i n  w r i t i n g  and 
addressed t o  the office l is ted above. 
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~ D I C A II~VICFSGIWORATIVE(GINTRACT) /PPI I- P m m ,  
CWVNHFART AND IUNG INSTITUTE 

The Nat ional  Hear t  and Lung I n s t i t u t e ' s  Medical Devices App l i ca t i ons  Program has 
as i t s  goal t he  reduc t i on  o f  deaths and d i s a b i l i t y  from c i r c u l a t o r y  and resp i ra 
t o r y  diseases through t h e  development o f  m a t e r i a l s ,  instruments,  and devices f o r  
t he  d iagnosis  , moni tor ing,  and t reatment  o f  such diseases. 

Requirements f o r  m a t e r i a l s  o f  i n t e r e s t  i nc lude  c o m p a t i b i l i t y  w i t h  t h e  var ious 
t i ssues  invo lved,  d u r a b i l i t y ,  s t reng th ,  and s u i t a b i l i t y  f o r  a wide range o f  
s p e c i f i c  imp lan ta t i on  needs. Instruments sought are those t h a t  w i l l  a i d  i n  t h e  
d iagnosis  and treatment o f  c i r c u l a t o r y  and r e s p i r a t o r y  diseases, w i t h  emphasis on 
instruments t h a t  o f fer  non- invasive techniques f o r  e a r l y  d iagnosis  and mon i to r i ng
o f  these diseases. Devices t o  be developed inc lude  a v a r i e t y  o f  t h e r a p e u t i c a l l y  
e f f e c t i v e ,  safe, and-le c i r c u l a t o r y  and pulmonary a s s i s t  and replacement 
devices. The b i o l o g i c a l  and phys i ca l  problems invo lved  are being i d e n t i f i e d  and 
a t tacked  a t  both t h e  bas i c  and a p p l i e d  l e v e l s  by research and development groups 

%n# 	 i n  academic and i n d u s t r i a l  s e t t i n g s  working under con t rac t  t o  the  Medical Devices 
App l i ca t i ons  Program. The pr imary mon i to r i ng  o f  t he  s c i e n t i f i c  and techn ica l  
aspects o f  these con t rac ts  i s  a t  a s c i e n t i s t - t o - s c i e n t i s t  l e v e l  w i t h  c lose  con tac t  
between the  Program O f f i c e  s c i e n t i f i c  s t a f f  and the  p r i n c i p a l  i n v e s t i g a t o r s  o f  t h e  
var ious research groups. 

The Medical Devices App l i ca t i ons  Program (1)  o u t l i n e s  an o v e r - a l l  p l a n  based on 
the  establ ishment o f  long-range and in te rmed ia te  goals;  (2 )  i d e n t i f i e s  problems 
r e l a t e d  t o  the  achievement o f  those goals;  and ( 3 )  supports work designed t o  
so lve those problems i n  a t i m e l y ,  e f f e c t i v e  manner. I n  accordance w i t h  t h e  
program plan,  which i s  s u b j e c t  t o  constant  updat ing,  t h e  Program O f f i c e  issues 
Requests f o r  Proposals (RFPs)directed a t  t he  s o l u t i o n  o f  s p e c i f i c  problems r e l a t e d  
t o  t h e  achievement o f  t h e  program goals.  Responses t o  such RFPs i n  the  form o f  
research and development proposals a re  se lected f o r  award o f  con t rac ts  on the  
bas i s  o f  t h e i r  l i k e l i h o o d  o f  c o n t r i b u t i n g  t o  the  s o l u t i o n  o f  t he  i d e n t i f i e d  
problems, a11 f a c t o r s  considered. 
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I n  December 1970 t h e  L i p i d  Metabolism Branch was c rea ted  i n  t h e  Nat iona l  Hear t  and 
Lung I n s t i t u t e ' s  Co l l abo ra t i ve  Research and Development Program. I t s  aim i s  t o  
he lp  implement a p r imary  goal o f  t he  Nat iona l  Hear t  and Lung I n s t i t u t e - - t h e  pre
vent ion  o f  premature a the rosc le ros i s  through t h e  d iagnosis  and t rea tment  o f  hyper-
1ip i  demi a. 

The L i p i d  Metabolism Branch i s  respons ib le  f o r  t he  planning, developing, and 
d i r e c t i n g  o f  a c o l l a b o r a t i v e  program o f  research i n t o  the  s t ruc tu re ,  metabolism, 
and func t i ons  o f  l i p i d s  and l i p o p r o t e i n s  as they r e l a t e  t o  a the rosc le ros i s ,  and 
coo rd ina t i ng  a na t i ona l  research program designed t o  increase knowledge r e l a t e d  
t o  the  diagnosis and management o f  l i p i d  d isorders ,  e s p e c i a l l y  those associated 
w i t h  premature vascu la r  disease. 

The l i p i d  Metabolism Branch began t o  implement i t s  program p r o j e c t  goals by the  
establ ishment  o f  (1)  a network o f  s i x  L i p i d  Research C l i n i c s  and (2) a P a t i e n t  
Reg is t ry  and Coord inat ing Center. I t  i s  planned t o  double t h e  number o f  these 
c l i n i c s  i n  FY 1972. The L i p i d  Research C l i n i c s  w i l l  serve t o  improve t h e  diag

w nos is  and management of  hyper l ipopro te inemia  and e s t a b l i s h  o p p o r t u n i t i e s  f o r  
f u r t h e r  research, i n c l u d i n g  de terminat ion  o f  prevalence o f  abnormal i t ies ,  t h e i r  
causes and treatment, and the  e f f e c t  o f  t h i s  t reatment on premature athero
sc le ros i s .  The coord ina ted  ventures o f  t h e  C l i n i c s  w i l l  r e q u i r e  cornon s tudy
p ro toco ls ,  comparable p a t i e n t s ,  random assignment, double b l i n d  eva lua t i on ,  
placebo c o n t r o l  , long- term observa t ion  and c e n t r a l  c o l l e c t i o n ,  e d i t i n g  and 
mon i to r ing  o f  data. 

The ob jec t i ves  o f  t he  L i p i d  Research C l i n i c ' s  Program inc lude :  

1. Evaluat ion o f  c u r r e n t  techniques f o r  the  diagnosis o f  hyper l ipopro te inemia  
and the  development o f  b e t t e r  ones. 

2. Improvement o f  de tec t i on ,  d iagnosis ,  and medical care f o r  hyper l i p idemic  
p a t i e n t s  by p r o v i d i n g  guidance and ass is tance t o  phys ic ians  on the management o f  
these pa t i en ts .  

3., Test ing  and development o'f improved therapy (bo th  d i e t a r y  and drug) f o r  
s p e c i f i c  d isorders .  

4. 	 Design and implementat ion o f  an i n t e r v e n t i o n  study t o  t e s t  the  l i p i d  hypothes is  
i n  h i g h - r i s k  p a t i e n t s :  i . e .  , w i l l  l ower ing  b lood l i p i d s  reduce card iovascu la r  
m o r t a l i t y  and m o r b i d i t y  i n  p a t i e n t s  w i t h  s p e c i f i c  types o f  hyper l ipopro te inemia .  
W i l l  i t  delay the development and/or p rogress ion  o f  card iovascu la r  disease. 

5. The s tandard i za t i on  o f  methodology, techniques, and d e f i n i t i o n s  dea l i ng  w i t h  
hyper l ipopro te inemia  and i t s  diagnosis.  
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The f i r s t  task  o f  t h e  L i p i d  Research C l i n i c s  w i l l  be t o  s e t  up and s tandard ize  
bas ic  techniques f o r  t he  eva lua t i on  o f  hyper l ip idemia .  It i s  e s s e n t i a l  t o  v a l i 
date t h e  bas i c  l i p i d  techniques needed t o  de f i ne  hyper l ipopro te inemia .  There i s  
a c l e a r  need f o r  c o l l e c t i v e  s tandard i za t i on  o f  techniques and terminology. New 
and s imp le r  techniques must be evaluated c o l l e c t i v e l y .  Education bo th  w i t h i n  and 
ou ts ide  the  l i p i d  f i e l d ,  prevalence s tud ies  and i n t e r v e n t i o n  must awa i t  t h i s  
s tandard iza t ion .  A f t e r  methodology i s  es tab l i shed  the  c l i n i c s  w i l l  seek t o  
determine t h e  prevalence o f  hyper l ipopro te inemia  i n  the  Un i ted  States.  

U l t i m a t e l y  the h i g h  r i s k  sub jec ts  de f i ned  and r e g i s t e r e d  by the  L i p i d  Research 
C l i n i c s  w i l l  p rov ide  t h e  i d e a l  popu la t ions  t o  ga in  the  answer t o  the  fundamental 
ques t ion  as t o  whether the  l ower ing  o f  l i p i d s  w i l l  reduce the  development and/or 
progress ion o f  coronary vessel disease. F a m i l i a l  Types I1 and 111 are,  f o r  
example, c l e a r l y  assoc iated w i t h  a. h i g h  r a t e  o f  new coronary events between ages 
30 and 50. With ou r  p resent  armamentarium 30-60% reduc t ions  o f  plasma l i p i d  l e v e l s  
can be achieved w i t h  drug and d i e t .  
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COLLABORATIVE (CONTRACT ) RESPIRATORY ISE EASES Pmm 
&I-!ONPJ HEART AND I IEJG INSTITUE 

.The Respi ratory  Diseases Branch, es tab l i shed  i n  January 1971, f o s t e r s  c o l l a b o r a t i v e  
research and development programs t h a t  a re  t i m e l y  and t h a t  h o l d  promise o f  l e a d i n g  
t o  . r e s u l t s  o f  imnediate and p r a c t i c a l  s i g n i f i c a n c e  i n  the  prevent ion o f  ch ron ic  
r e s p i r a t o r y  disease. Studies may be e i t h e r  fundamental o r  c l i n i c a l ,  b u t  they 
must be d i r e c t e d  t o  such p r a c t i c a l  problems as developing methods f o r  d e t e c t i n g  
symptoms p r i o r  t o  the  occurrence o f  i r r e v e r s i b l e  disease, improv ing t reatment  o f  
r e s p i r a t o r y  f a i l u r e ,  o r  improving the  care and r e h a b i l i t a t i o n  o f  p a t i e n t s  w i t h  
advanced ch ron ic  r e s p i r a t o r y  disease. 

Kesearch now being supported f o r  work on 0 t o x i c i t y  vs. 0, therapy has the  f o l l o w 
i n g  fea tu res :  Some a c t i v i t y  focuses on c e f l u l a r  cons t i t uen ts  and biochemical  path-
ways a f f e c t e d  by h i g h  0 exposure. Other work concentrates on t h e  mechanism o f  O2 
t o x i c i t y  and w i l l  i n c l u z e  c o r r e l a t i o n  o f  b iochemical  and pa tho log i ca l  observat ions.  
As l i p i d  metabol ic  pathways and s u r f a c t a n t  synthes is  are o f  t h e  utmost importance 
i n  problems r e l a t e d  t o  0, t o x i c i t y ,  a s e t  o f  s tud ies  i s  e x c l u s i v e l y  concerned w i t h  
t h e  subject .  Another s tudy evaluates the  p o s s i b i l i t y  o f  syne rge t i c  e f f e c t  o f  
r e s p i r a t o r y  i n f e c t i o n  and O2 exposure i n  causing t o x i c  response. One study seeks 
t o  determine maximum t ime l i m i t s  o f  exposure f o r  s p e c i f i c  oxygen pressure and 

w 	 safe l e v e l  o f  exposure. F i n a l l y ,  one program i s  concerned w i t h  d i r e c t  observat ion 
of t h e  O2 exposure on the  m u c o c i l i a r y  f u n c t i o n  and w i l l  a l s o  s tudy the  mode o f  0, 
admi n i  s t r a t i  on. 

Research s tud ies  on alphal a n t i t r y p s i n  d e f i c i e n c y  and r e s p i r a t o r y  disease c o n s t i 
t u t e  a program w i t h  t h e  f o l l o w i n g  fea tu res :  Two reference l a b o r a t o r i e s  a re  being 
developed w i t h  c a p a b i l i t i e s  f o r  producing a l a r g e  number o f  analyses and f o r  
research on new techniques and on i d e n t i f i c a t i o n  o f  new phenotypes. These labora
t o r i e s  may be looked a t  as a n a t i o n a l  resource. Studies o f  popu la t i on  groups
inc lude  an in-depth study o f  general g r o u p s  f o r  r e s p i r a t o r y  disease a t  an e a r l y  
stage and f o r  phenotype i d e n t i f i c a t i o n ;  a popu la t i on  made up o f  p a t i e n t s  w i t h  
chronic  r e s p i r a t o r y  disease w i l l  be s t u d i e d  from t h e  genet ic  p o i n t  o f  view; a 
popu la t i on  i n  t h e  ch i ldhood and young a d u l t  age group, and t h e  prevalence o f  COPD 
and genet ic  v a r i a n t  i n  a Negro populat ion.  

Add i t i ona l  requests f o r  proposals w i l l  supplement t h i s  program. 

W 
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