
Department of Energy 
Oak R d g e  O p e r s t m  

P. 0. Box E 
Oak Ridge ,  Tennessee 37831 

October 11, 

Dr. William E. Felling 
Executive Di rector 
Oak Ridge Associated Universities 
Post Office Box 117 
Oak Ridge, Tennessee 37831 

Dear Dr. Fell ing: 
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AGREEMENT BETWEEN ORAU AND THE UNIVERSITY OF TENNESSEE 

This letter is in response to your August 9, 1985, letter to me, subject 
as above. ORAU is authorized to proceed with the work described in the 
agreement. Two signed copies of the agreement are enclosed. 

Sincerely, 

ER-122:Dunaway 

Enclosure: 
Agreement 

William R. Bibb, Director 
Research and Waste Management Division 

cc w/encl : 
J. 3.  Fowler, CC-10, OR0 
R. M. Poteat, CC-120, OR0 
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AGREEMENT BETWEEN 

OAK RIDGE ASSOCIATED UKIVERSITIES 

Ah?) 

THE UNIVERSITY OF TEKNESSEE AT KNOXVILLE 

This agreement entered into this 1st day of February, 1985 by and between 

Oak Ridge Associated Universities, Inc. (ORAU), P.O. Box 117, Oak Ridge, 

Tennessee 37831-0117, acting under agreement No. DE-AC05-760R00033 with the 

United States Department of Energy, (DOE) and The University of Tennessee at 

Knoxville, (UT), Knoxville, Tennessee 37916. 

I 

WIThTSSETH THAT: * 

WHEREAS, UT has patients on whom it wishes to have brain scans performed; 

and 

WHEREAS, ORAU operates for DOE a facility which has government-owned 

equipment for performing brain scans; and 

WHEREAS, ORAU is engaged in research in radiopharmaceuticals and recognizes 

this collaborative work with UT as beneficial to that research; and 

VHEREAS, DOE has determined that it has a programmatic interest in this 

collaborative work and is therefore willing to have it performed in its 

facility using its equipment by ORAU under Contract No. DE-XC05-760R00033 

and have the cost of ORAU'S participation be allowable under. that contract; 



XOW THEREFORE, the parties agree as follows: I 

1. The research to be conducted is described in a protocol titled 

"68Ga-EDTA Pet Brain Scanning in Patients with Small Vessel Atherosclerosis" 

(dated December 1 9 8 4 )  which is attached to and incorporated into this 

Agreement. 

The specific participation by ORAU staff will be as follows: 

a. 

b. 

C .  

d. 

UT will refer the patients to ORAU/MHSD (Oak Ridge Associated 

Un versities/Medical and Health Sciences Division) where they 

will receive an IV'injection of 6SGa-EDTA (furnished by ORAU) 

and subjected to brain scans using the ECAT-I1 scanner. 

During the scan, two m l  samples of arteriolized venous blood 

will be drawn (a total of 12 samples) for assay of blood 

activity level needed for PET data correction. ORAU staff 

will draw the samples and assay them. 

ORAU will provide UT with the results of the scans. 

UT.will assume responsibility f o r  the patients at the 

conclusion of the scans. . 

It is understood and agreed that these same patients will be subjected to 

repeat scans at six to ten month intervals. 

I6 is further understood that D r .  Karl Hubner will be the UT physician 

responsible for the study. 

responsible f o r  ORAU'S participation. 

patients' consent forms as prescribed by ORAU before the patients are 

accepted into ORAU's facilities. 

Dr. James E. Crook will be the ORAU physician 

UT will be responsible f o r  securing 

2. Each party agrees to bear the costs, including salaries and the 

cost of all equipment and supplies, of its paticipation. 



.. a .. 

3 .  The parties agree that each retains all liability for the acts o r  
a 

omissions of its employees, agents and officers. 

4 .  UT hereby grants ORAU the right to publish reports, technical or - 

scientific papers o r  other publications arising from or related to this w o r k ;  

o r  its results provided that such publication does not identify individual 

patients. UT will be furnished a copy of any manuscript to be submitted f o r  

publication and have thirty (30) days in which to provide any comments or 

suggestions on the manuscript. It is expected that most publications will 

be joint publications since the project being addressed in this agreement is 

a collaborative one. 
/ A- 

5 .  This agreement may be terminiated by either party thirty (30) days 

after receipt of a notice to terminate. There will be no cost associated 

with such termination. 

6. It is understood and agreed that this agreement is entered into by 

ORAU for and on behalf of the Government; that title to all supplies 

furnished hereunder shall pass directly to the Government, as purchaser, at 

the point of delivery; that ORAU is authorized to, and will make payment 

hereunder from Government funds advanced and agreed to be advanced to it by 

the DOE, and not from its own assets, and administer this Agreement in other 

respects for the DOE, unless otherrise specifically provided for herein; 

that administration of this Agreeinent may be transferred from ORAU to the 

DOE or its designee, and in case of such transfer and notice thereof to UT 

ORAU shall have no further responsibilities hereunder and that nothing 

herein shall preclude liability of the Government for any payment properly 

due hereunder, if for any re2son such papent is not made by ORAU from such 

Government funds. 
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7 .  KO meniber of, or delegate to, Congress or resident Comissioner 

shall be admitted to any share o r  part of this Agreement or any benefit that 

may arise therefron; but this provision shall not be construed to extend to 

this Agreement if made with a corporation for i t s  general benefit. 

8 .  UT warrants that no person o r  selling agency has been employed or 

retained to solicit or secure this agreement upon an agreement or 

understanding for a commission, percentage, brokerage, or contigent fee, 

excepting bona fide empolyees or bona fide established commercial or selling 

agencies maintained by UT for securing business. 

this warranty, ORAU or DOE shall have the right to annul this Agreement 

without liability. 

For breach or violation of 

9 .  It I s  expressly agreed by the parties hereto that this Agreement 

supersedes any and all previous agreement or agreements and constitutes the 

entire and only agreement between the parties relative to this work; that 

there are no other agreements, understandings, or covenants between the 

parties hereto of-any kind, nature, or description, expressed or implied, 

which have not been set forth herein. 

10. UT agrees that in any publication that results from this work, it 

will acknowledge the work of ORAU, and that it will submit a copy of any 

manuscript to ORAU thirty (30) days before submission for publication for 

ORAU'S comments or suggestions. 

11. Any invention first conceived or reduced to practice, and all 

technical data produced, under this Agreement will be subject to the patent 

provisions of the DOE-ORAU Contract No. DE-AC05-760R00033 and The University 

of Tennessee. 

12. Xeither the Government, the DOE, ORAU, nor persons ac t ing  on their 

behalf makes any warranty express or implied (1) with respect f a  the 



accuracy, completeness or usefulness of any information furnished I hereunder, 

( 2 )  that the use of any such infornation map not infringe privately owned 

rights, (3 )  that the services, materials, or infornation furnished hereunder 

will not result in injury or damage when used for any purpose, ( 4 )  that the 

semices, materials, or information furnished hereunder will accomplish the 

; 

intended results or are safe for any purpose including the intended purpose, 

( 5 )  that materials accepted for analysis or other service will not be 

destroyed, lost or otherwise altered in physical or chemical properties, (6) 

nor shall any implied warranty of merchantability or fitness for a 

particular purpose apply. Neither the 

persons acting on their behalf will be 

for failure to perform the services or 

hereunder at any particular time or in 

Government, the DOE, ORAU, nor 

responsible, irrespective of causes, 

furnish the materials or information 

any specific manner. 

13. ORAU will have the right to make and keep patient records 

pertinant to the study assuring confidentiality of the information. 

14. No patient will be accepted by ORAU unless he or she signs ORAU'S 

form in which the patient consents to the treatment. 

15. This agreement is of no force or effect until approved by the 

Department of Energy. 

t 0 1 9 3 8 1  
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I N  KITh'ESS WHEREOF, t h e  p a r t i e s  have executed t h i s  agreement 'as  o f  t he  

day and year  first above w r i t t e n .  

OAK RIDGE ASSOCIATED LTTVERSITIES, I N C .  THE UliIVERSITY OF TEh3'ESSEE 

APPROVED BY U . S .  DEPARTMENT OF ENERGY 

. 1 0 1 9 3 8 8  
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P R O T D f O t  FOR: 
SMALL VESSEL ATHERDSCLEROSIS. 

68GA-EDTA PET E jRAIN  SCANNING I N  PATIENTS UITH 

The purpose of this study is t o  determine u h e t h e r  a r e a s  of lou 
density on CT scans of patients uith focal o r  diffuse ischemic 
disease represent a r e a s  of changed blood brain barrier (599). 
Permeebility. CT attenuation in areas  o f  interest at the level 
of the basal ganglia and the centr m semi-owale will be compared 
to the regional concentrations of Ga-EDTA using suanticative PET 
ana1ysis. It is felt t h a t  PET imaging giving quantstive 
informstion in tomogranh'c display is more suitable for this 
s t u d y  than conwentionel '%=-pertechnetate brain scintipraphy. 

6v 

SECC 

M a j o r  objectives are (l).to explore the anatomical relationship 
between l o u  density CT lesions and arees o f  increased BI3B 
Permeability, ( 2 )  to determine uhether disruption of the BB3 is 
not only present in lou density aress but also in r e e s  remote 
b u t  functionally related to the ischemic area, and (3) to 
determine uhether procression of the disease is tssaciated uith 
inCreesing permeability o f  the 898 o r  the development of new B E 3  
defects. 

10 patients ( 5  males, 5 females) uith dementia of Alzheimer's 
type (Dk7') and 10 patients ( 5  males, 5 females) uith 
multi-infarct dementia (MID) uill be included in this study. 

A11 patients uill be Over 60 years of age and have undergone 
medical neurolosic examination, psychometric teszing ( g l o b a l  
deteriorarion scale and merltz;l starus  questionaire), CT scanning 
and uill be clecsified accordingly to their Hachinski Ischemic 
Scale s c o r e .  (See Ischemic Scores on next page)  
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The minimum diagnostic requirement3 f o r  DAT are: 

For M I D ,  t h e  minimum diagnostic . L  requirements are besed on 
retonmendetions given in ~ v ~ r i r r e r = = , D e ~ = ~ r i a ,  Journal 
Neurol. Sci. 1979, 00, pages 97-103. 
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CPt??BDLS; 

10 age-matched ambu1atory.patientr ( 5  males, 5 female-,) uith 
unilateral strokes (at lea3.t 5 ueeks into their recovery) uill be 
E s k e d  to participate in the study uith their informed con3ent. 
These control patients uill hawe the 3ame medical examination, 
psychometric testing, e t c .  as the OAT and M I D  patients. 
reason for choosing stroke patients for c ntrols is that IND-FDA 
approval to itudy stroke patien25 using ka-EDTA has  been 
obtained already. %a-EDTA concentrat ions in the non-affected 
hemisphere o f  stroke patient uill be considered as standard for 
an intact BBB. 

The 
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PET scan5 uill be obtained by using the OZAU M&HSD’s ECAT-I1 
scanner. Transmission  cans uill be done for atrenustion 
correction purposes prior to the injection o f  
68Ga-EDTA uill be sdministered by I.V.-injection of 0.23 mCi/kg 
(not to exceed a total o f  5 mCi). Imaging of the brain uill be 
started 2 minutes post-injection and uill be continued for a 
maximum of one hour .  S&mp1e3 of 2 ml arterielized v e n o u ~  blood 
vi17 be taken frequently (total of 12 samples) during the first 
30 minutes efter injection for assay’of blood activity leuel 
needed for PET data correction. 

‘ b - E D T A .  
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Corti cat Regi ons: frontal pole 
frontal mid1 ine 
frontal 
central midline (sensory - motor) 
central (sen3ory - motor) 
temporal posterior 
pari eta 1 
occ i pi ta 1 

Deep Structures: Caudate 
Putamen 
Tha 1 amus 
Insula 

Occipital lobe uhite 
. Temporal lobe uhite 

Results of ROI analysis uill be expressed in uCi/gm at t i m e  post 
injection rather than. e 5  a rete. 

f l  68 
In order to address,aSjectiwe (31, CT and Ge-EDTA studios uill 
be reqeeted at 6 to-10 months intervals. 


