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-&PORTING OF INVENTIONS SUPPORTFD BY 
','\ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \ \k-8 

&&J 
SEARCH TRAININ 

;PROCEDURE NOTICE: 
G GRANTS 

1. 	 Appl icants  f o r  con t inua t ion  o r  renewal support of N I H  research career  awards, 
(Form PHS 2557-2) , research career  development awards, (Form PHS 2557-Z) , and 
research t r a i n i n g  grants ,  (Form PHS 2499-2) need no 13nger submit the Annual 
Invent ions Statement (PHS 3945). Unt i l  such t ime as the proper a p p l i c a t i o n  forms 
are rev ised,  the f o l l o w i n g  c e r t i f i c a t i o n  i s  being stamped on the f i r s t  page o f  
each a p p l i c a t i o n  form: 

" Invent ions (See Special  I n s t r u c t i o n )  
NO 6. [3 YES - Not p rev ious l y  repo r ted  

C. a YES - Prev ious ly  reported" 

u4 	 2. Each app l i can t  should check the appropr ia te box. Ifthe answer i s  "No," t h i s  
e n t r y  on the o f f i c i a l ,  signed a p p l i c a t i o n  c o n s t i t u t e s  a c e r t i f i c a t i o n  t h a t  no 
invent ions were conceived o r  f i r s t  a c t u a l l y  reduced t o  p r a c t i c e  dur ing t h e  course 
of  the work under t h i s  p r o j e c t .  I f  the answer i s  "Yes," and the  i nven t ions  were 
n o t  p rev ious l y  repor ted t o  the Department o f  Health, Education, and Welfare, l i s t  
the t i t l e s  o f  a l l  such inven t ions ,  and the names o f  i nven to rs  on a separate sheet 
and submit w i t h  the  app l i ca t i on .  

3. A l l  references t o  the  requirement f o r  Annual I nven t ion  Statements i n  i n s t r u c ­
t i o n s  f o r  complet ing a p p l i c a t i o n  forms should be d isregarded and the  procedures 
o u t l i n e d  he re in  should be fo l lowed. 

4. This procedure does n o t  preclude the  requirement f o r  t i m e l y  submission o f  
OS Form 489, F ina l  I nven t ion  Statement, a t  the c lose  o f  the p r o j e c t  per iod.  
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The Nat ional  Cancer I n s t i t u t e  (NCI), Nat ional  I n s t i t u t e s  o f  Heal th,  i s  seeking 

research and development sources q u a l i f i e d  t o  design, c a r r y  out,  and analyze 

epidemio log ica l  s tud ies  on U.S. Blacks and Spanish Americans re levan t  t o  t h e i r  

specia l  r i s k s  f o r  cancer o f  t he  l a r g e  bowel. The incidence o f  t h i s  disease i n  

Blacks was once on ly  about 60 percent o f  t h a t  of Whites but  now has r i s e n  above 

wh i te  ra tes  i n  some popu la t i on  groups. I t  i s  expected t h a t  ra tes  i n  t h e  Spanish 

American populat ion a re  undergoing the  same s h i f t s .  Contracts are contemplated 

t o  determine t h e  r e l a t i o n  o f  d i e t a r y  and o the r  environmental f a c t o r s  t o  t h i s  

changing r i s k  and t o  t e s t  hypotheses about s p e c i f i c  causal factors .  Contractors 

w i l l  be expected t o  be responsib le  f o r  t he  study design and c r e a t i o n  and va l i da ­ 

t i o n  o f  t he  quest ionnai res,  t a k i n g  i n t o  account p r i o r i t y  i tems fu rn i shed  by N C I  

s t a f f .  In format ion submit ted must be p e r t i n e n t  and s p e c i f i c  f o r  the f o l l o w i n g :  

(1)  Experience: submit evidence o f  a b i l i t y  t o  handle p r o j e c t  i n c l u d i n g  o u t l i n e  o f  

work p rev ious l y  performed; (2)  Personnel : Name, profess ional  q u a l i f i c a t i o n s  , and 

s p e c i f i c  experience o f  s c i e n t i s t s  and techn ica l  personnel who would be assigned 

t o  the p r o j e c t ;  (3)  F a c i l i t i e s :  Populat ion sources , (s i ze ,  c h a r a c t e r i s t i c s ,  

s u i t a b i l i t y )  cooperat ing groups, data processing c a p a b i l i t i e s ;  (4)  Existence o f  

pre tes ted  quest ionnai res and/or o t h e r  resources t h a t  might speed the  mu1t i p l e  OMB 

clearances requi red f o r  development and use o f  governmental quest ionnai res ; types 

of i n fo rma t ion  t h a t  could and would be gathered. I n  case o f  c o l l a b o r a t i v e  e f f o r t s  

the i n fo rma t ion  t o  be fu rn i shed  s h a l l  i nc lude  evidence t h a t  agreement has been 

reached t o  make a v a i l a b l e  the necessary personnel o r  f a c i l i t i e s .  Th is  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  any proposed p r i c i n g  b u t  

should i n d i c a t e  conceptual design t h i n k i n g .  Only those sources deemed f u l l y  q u a l i ­ 

f i e d  f o r  the s p e c i f i c  requirement under considerat ion w i l l  be i n v i t e d  t o  submit 

proposals when Requests f o r  Proposals are issued. 


Ten copies o f  resume: o f  experience and c a p a b i l i t i e s  must be submitted t o  

M r .  George Brandner, Chief, Research Contracts Branch, O f f i c e  o f  the D i rec to r ,  

Nat ional  Cancer I n s t i t u t e ,  Nat ional  I n s t i t u t e s  o f  Health, Bldg. 31 , Room 10-A-11, 

Bethesda, MD 20014, so as t o  be received no l a t e r  than the c lose  of business, 

5:OO p.m. l o c a l  t ime a t  the p lace designated f o r  r e c e i p t  o f  resumes, December 15, 

1971. Telephone i n q u i r i e s  w i l l  n o t  be honored and a l l  i n q u i r i e s  must be d i r e c t e d  

t o  the o f f i c e  l i s t e d  above. 
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A rJ FJ 0 U f4 C E M E I I  T 

The National Ins t i tu te  of Arthritis and Metabolic Diseases (NIAMD) i s  interested 
i n  organizations having a capabili ty and i n t e r e s t  i n  the preparation and assay
of non-comnercially available vitamin D analogs and  metabolites. Of immediate 
i n t e r e s t  i s  the compound, 1,25 - dihydroxy cholecalciferol (1,25 - DHCC). Other 
analogs and metabolites of vitamin D may be within the scope of future  in te res t .  
Resumes are i n v i t e d  from organizations having the above capabi l i t i es .  

Resumes should contain information which will : 1 )  es tabl ish the organization's
qual i f icat ions,  experience and achievements i n  the area,  2 )  provide background 
on personnel avai 1able f o r  the project ,  3)  describe equi pment  and faci  1i t ies  
available f o r  the project ,  4)  out l ine the approach t o  be used f o r  preparation of 
1 ,25 - DHCC. 

I t  i s  emphasized tha t  expression of i n t e r e s t  must re la te  t o  this specif ic  project.
Compi 1ation of organizational reports ,  C. V. ' s , and general expression of capabi 1i -
t i e s  will n o t  suff ice .  

T h i s  synopsis i s  n o t  a request for a proposal. Only those sources deemed f u l l y
qualified for  t h i s  project will be considered when requests f o r  proposals are 
so l ic i ted .  The decision t o  request proposals f o r  the conduct of the project will 
be based on evaluation by NIAMD s t a f f  and consultants of the responding organiza­
t i o n ' s  prior experience in t h i s  f i e l d  and the f e a s i b i l i t y  of t h e i r  outl ined 
approaches. Other respondents will not be notified of the resu l t s  of the evalu­
ation. Five copies of the resume of experience and capabi l i t i es  shou ld  be 
submitted to: 

Contract Officer 

National I n s t i t u t e  of Ar thr i t i s  


and Metabolic Diseases 
Builaing 31, Room 10A52 
National Ins t i tu tes  of Health 
Bethesda, Mary1 and 20014 

before close of business, no l a t e r  t h a n  15 days from date of t h i s  publication. 
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The National Blood Resource Branch supports contract research i n  blood banking 
systems, thrombosis and hemorrhagic disease, and s ick le  ce l l  disease. In addition, 
the c l in ica l  evaluation of promising drugs and treatments i s  occasionally under-
taken by the Branch as a d i r e c t  operation. In the blood banking area the Branch 
has supported studies of the f e a s i b i l i t y  of automated systems f o r  tracking blood 
inventory and d i s t r i b u t i o n  i n  large metropolitan areas. Other work is  aimed a t  
improving the technology of blood fractionation, prolonging the storage period of 
blood and blood components, and eliminating safety hazards i n  blood transfusion, 
par t icular ly  the transmission of hepa t i t i s .  Recently, i n  recognition of the 
fragmented nature of the nat ion 's  blood industry,  the Branch has i n i t i a t e d  a 
management study which i s  intended to  ident i fy  and describe the key operational 
aspects o f  blood banking i n  this country. 

Thrombosis i s  a major public health problem and hemorrhagic diseases place great
demand on the nat ion 's  blood supply. Since thrombotic and hemorrhagic processes
often are an inseparable tandem, the National Blood Resource Branch supports and 
conducts research i n  bo th  areas.  Current research i n  thrombosis includes c l in ica l  
t r i a l s  of thrombolytic ( c l o t  dissolving) agents i n  pulmonary embolism and acute 
myocardial infarct ion,  s tudies  i n  the epidemiology of venous thrombosis and i n  the 
standardization of t e s t s  t o  detect  venous thrombosis. Studies of agents which may 
prevent thrombosis are envisioned. Work on hemorrha.gic processes centers on hemo­
phi l ia .  Current research i s  aimed a t  standardizing the cryoprecipitate method of 
extracting c lo t t ing  factor  VI11 from blood and a t  improving methods of obtaining
high-purity fac tor  VI11 i n  h i g h  yield.  Clinical studies are envisioned to assess 
the value of prophylactic treatment and  self-treatment w i t h  fac tor  VIII. 

Present studies i n  s ick le  ce l l  disease are designed t o  evaluate several regimens
i n  the treatment of painful s ick le"cr i s i s . "  Support will be forthcoming for  more 
fundamental studies of t h e  s ick le  cel l  and of the pathophysiological events 
surrounding the s ickle  " c r i s i s . "  
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The objectives of the Myocardial Infarction Program are the planning and support
of research leading t o  a reduction of death o r  d i s a b i l i t y  from acute myocardial
infarct ion,  chronic coronary heart disease,  and sudden cardiac death. I t  includes 
investigations on disease detection, pathophysiological mechanism, and prophy-
1ac t i  c , acute,  and rehabi 1i t a t i  ve therapy. 

The Program was established i n  1966. In 1967 f ive large,  c l i n i c a l l y  focused, multi-
discipl inary groups were established f o r  a comprehensive invest ia t ion of the patho­
physiology and therapy of acute myocardial infarction. There are now nine such 
Myocardi a1 Infarction Research Uni t s  . They use cer ta in  protocol s i n  comnon, b u t  
the bul k of t h e i r  research represents individual projects.  Relevant fundamental 
studies support the c l in ica l  investigations.  Techniques for c l in ica l  investigation 
are being developed in these MI Research Units; i n  addition, in response t o  a 
separate s o l i c i t a t i o n ,  techniques are  being developed for  quantifying the extent 
o f  ischemic or infarcted myocardium sui table f o r  c l in ica l  use. 

A program o f  research on sudden cardiac dea th  was i n i t i a t e d  i n  1970 and expanded
in 1971. Four groups are working on the comprehensive, clinical-pathological
correlation of sudden cardiac death. Five groups are investigating the ear ly
therapy of patients w i t h  suspected myocardial infarct ion,  u s i n g  atropine and/or
lidocaine. About a dozen additional projects attack a variety of topics d i rec t ly  
o r  fundamentally related t o  sudden cardiac death. The goals of these s tudies  -" 
col lect ively include the development of methods f o r  identifying those chronically 
a t  h i g h  risk, the recognition of be t te r  premonitory warning s igns,  the elucidation 
of possible precipi ta t ing factors  and pathophysiological processes, and the 
development and assessment of very ear ly  therapy of acute myocardial infarct ion and 
o f  chronic prophyl a c t i c  therapy. 

Research on chronic coronary heart  disease w i  11 encompass the development and 
assessment of pharmacological, surgical ,  and  other techniques for  the prevention of 
acute coronary heart disease and/or the amelioration o f  symptomatic chronic heart  
disease. 

Physiological and biochemical processes fundamental to  new therapeutic methods are 
under investigation. The present six projects focus upon characterizing these 
processes i n  ischemic myocardium and designing interventions to prevent the 
progression of ischemic t o  i r revers ib le  damage. Future topics might include inves­
t igat ion of myocardial scar  formation, the fundamental problems of arrhythmias
associated w i t h  coronary heart disease,  non-occl usive pathophysiological mechanisms, 
and the comparison of the pathophysiology and therapeutic response of atheroscler­
o t i  c and non-atheroscleroti c animal s .  

Special programs have included the support of a symposium of research on myocardial
infarct ion;  future symposia on broad and narrow topics are planned. In a d d i t i o n ,  
the development of large-scale data bases on myocardial infdrction are contemplated. 
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The C1 inical  Applications Program undertakes research in to  the et iological  factors  
re1 ating t o  cardiovascular and respi ratory diseases i n  general population groups
arid eval uates the therapeutic effectiveness of new drugs , products, o r  measures 
which may have promise f o r  the prevention o r  treatment o f  cardiovascular and 
respiratory diseases. I t  conducts o r  cooperates i n  c l inical  t r i a l s  o r  controlled 
therapeutic evaluations of new agents o r  measures f o r  the prevention o r  treatment 
o f  cardiovascular and respiratory diseases;  and following confirmation of effect ive­
ness, develops and demnstrates  special techniques f o r  preventive o r  therapeutic
appl i cations. 

The Clinical Applications Program u t i l i z e s  grants,  contracts,  P.L.  480 counterpart 
currency, and d i rec t  funds t o  s u p p o r t  i t s  a c t i v i t i e s .  Three major segments
comprise the program: the Epidemiology Branch, the Therapeutic Evaluations Branch, 
and the Biometrics Research Branch. 

-The Epidemiology Branch conducts a coordinated research program (U.S. and foreign
population s tudies)  to  ident i fy  e t iological  factors  which determine the ra tes  of 
cardiovascular, cerebrovascular, and obstructive pulmonary disease i n  natural popu­
la t ions ;  and conducts such f i e l d  investigations in to  the frequency, geographic
dis t r ibu t ion ,  and other demographic character is t ics  of such diseases as may be 
necessary to evaluate re la t ive  significance of factors affect ing the incidence and 
prognosis of part i  cul a r  cardi ovascul a r  and pulmonary diseases. Such i nves ti gations 
have been conducted by the branch f o r  many years i n  Framingham, Mass., and i n  
Honolulu, Hawaii, as d i r e c t  operations,  and in Puerto Rico, Israel  , Yugoslavia,
and Japan th rough  other funding mechanisms. -
-The Therapeutic Evaluations Branch serves as a focal p o i n t  fo r  the evaluation of 
new diagnostic techniques, therapeutic measures, new drugs, and/or new devices 
wh-ich have potential importance f o r  the prevention or treatment of cardiovascular 
disease; implements operational c l in ica l  t r i a l s  which require cooperative e f f o r t s  
of multiple centers;  provides a f inal  testing area f o r  d rugs ,  agents, or devices 
which have passed t h r o u g h  the preliminary evaluation procedures and warrant def in i te  
tes t ing in large-scale c l in ica l  t r i a l s ;  and develops and demonstrates special
techniques f o r  application of new measures for  the prevention o r  treatment of 
cardiovascular disease. Studies supported by t h i s  branch include the Hypertension
Cliinical T r i a l s ,  a coordinated program f o r  the detection and follow-up of hyperten­
sive persons i n  the population a t  l a rge ,  i n  an e f f o r t  to determine the degree t o  
which morbidity and mortality from hypertension can be reduced under special 
regimens of management by anti-hypertensive drugs ; and the Coronary Drug Project,  
a c:oordinated program designed t o  determine whether or n o t  drugs which reduce the 
levels of cholesterol and other blood l i p i d s  will improve the survival r a t e  of men 
w h o  have coronary heart  disease. 

-The Biometrics Research Branch provi des a central resource f o r  s t a t i  s t i  cal consul ­
ta t ion and other biometrical assistance t o  a l l  seqments of the National Heart and 
Lung I n s t i t u t e ;  i n  collaboration w i t h  the Epidemiology and Therapeutic Evaluations 
Branches i n i t i a t e s  studies of the s t a t i s t i c a l  role of various biologic factors  in 
the incidence of and mortal i ty  from cardiovascular and respiratory diseases , and 
undertakes responsibil i ty for  collection and analysis of data from such s tudies;  
collaborates w i t h  intramural and extramural scientists i n  the design and analysis 
of 1aboratory experiments, cl i n i  cal investigations , and f i  el d studies ; and conducts 
theoretical  investigations leading t o  new biometric methods of use i n  medical 

w research. 
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