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S S R L  DATE: January 7, 1986 

TO : E. Rubenstein, M.D., 
R. Hofstadter, Ph.0. 8 D.C. Harrison, M.D. 
Department of Medicine 

FROM: Chairman, Medical Committee for the 
Protection of Human Subjects in Research 

. .? .. . i' -*: c-3;:. - . . .' '.-. . .. .,;-f;,-.: . 
;;,<".%;'%,''::- . '._ :?;;% &,;$i~~;. K-edge Angiography with Synchrotron X-rays. 

...-, PROTOCOL TITLE: 
. ... 

(Grant: K-edge Subtraction fingiography with Synchrotron X-rays) -.,- . . . . 
1. . 

- .  

The Committee approved human subjects involvement in your research 
project on January 7, 1986. 

-_ 
. The expiration date of this approval is January 6, 1987. If 

this project is to continue beyond that date, please submit an updated 
proposal in advance for the Committee's re-approval.' If this proposal is 
used in conjunction with any other human experimentation or if it is 
modified in any way, it must be re-approved for these special circum- 
stances. In addition, the Committee requests prompt notification of  any 
complications which may occur during any experimental procedure. 

fill continuing projects and activities must be reviewed and re- 
approved at least annually by the Committee. Committee approval o f  any 
project is f o r  a maximum period o f  one year. It is the responsibility 
of the investigator to resubmit the project to the Committee for annual 
review. 

.-a- 

cc : 

l 

Don R'Goffinet. M.D., Chairman 

Sponsored Projects - 
Marshall O'Neill 

Funding flgency: (NIH HLZ9024; NIH HV38039; DOE DE-AT03-84ER60200) ( R )  
Period of Time: 01/07/86 through 01/06/87 
Investigational New Drugs: N, N/R 
Investigational New Device: N, N/A 
Cooperating Institution: N 



RENEWAL protocol # 
. .. - .. REQUEST FOR INSTITUTIONAL APPROVAL OF PROJECT INVOLVING HUMAN SUBJECTS AT RISK 

T H E  MEDICAL COMMITTEE FOR THE USE OF HUMAN SUBJECTS IN RESEARCH 

To: Kathy Callahan, 851 Nelch Rd., #115 Date:Navember 20, 1985 
.. 

PI f o r  Grant/Project: pobert mfShdter, p h . ~ .  . MD/PhD T i  t l  e R o f e s m r  
Other Investigators:  Edward -stein, M.D. MD/PhD . Professor ( C l i n i c a l  

bnald C. Harrison, M.D. MD/PhD Professor 

T i t l e  O f  Research Project: K d q e  mqiocrraphv with synchrotron X-rays 

(AND GRANT, I F D IF FERENT) K-edqe Subtraction Anqimaphy w i t h  synchrotron X-ravs 

. .._ . .  . .. . 

. 
' . . >;..; _L  ' . 1 RO1 HL29024-01-pii N I H  Grant iyi/a3-6/30/86 

Contract/Grant # 1 HV-38039 .Sponsor NIH Contract Pe ri od 7/1/83:6/30/86 
, 2/1/84-l/31/87. _ -  
LT -.,. -+;.;::;.: c C'i '  .- . -..:. .. . A i c - , ,  . 4 . , n , . .  -.;:-.yw+:< 

. . - .;:x.. 
: DE-ATO3-84EX60200 ;.. DilE Grant 

. .  . . .. . . . : .. ' . .  . E x t  .7-7188 .. 
. -.. .. 

Investigational Device - 
artment C h a i  mn 

. ~ :. . .  . 

- - Check One: REGULAR REVIEW PLEASE SEND 4 COPIES 6% NOT STAPLE) 
- . .  .. .. . . .  . .  . .  . . .., 

PLEASE SEND 2 COPIES .(See regulations 

Paragraph  number under which expedited 
. .  EXPEDITED REV1 EW 

. .  . (VA Not Eligible). . on reverse side of t h i s  form) . . :-. 
- 

', _- . -.. . review i s  requested. . - .  

APPROVAL OF THE HUMAN SUBJECTS COMMITTEE SHOULD BE OBTAINED PRIOR TO SUBMISSION OF THE 
RESEARCH PROJECT TO HHS/NIH. THE COMMITTEE MEETS THE FIRST m A Y  OF EVERY MONTH AND 
APPLICATIONS S H O U L D  R E A C H  THE COMMITTEE 30 DAYS P R I O R  TO THE MEETING DATE. 

. 

PLEASE PROVIDE INFORMATION IN THE FOLLOWING A R E A S  AND ATTACH TO THIS FORM: 

1. 

. .  
2,; 

3 .  

4. 

5 .  

6. 

7.  

OR: 

. .. 

Protocols Involving Use of Radioactive Materials. 
A separate f o n  f o r  projects  involving radioactive materials should be obtained 
from the Health Physics Department, Roan 67 ,  Encina Hall, X-3201. _. 

. . .  
Number of Subjects Involved t o  Date. 

Description of Results t o  Date. .. 

Problems or Compl i c a t i  ons . 
Description o f  Remainder of  Project.  

Describe Any Changes Since Original Approval . 
Attach the Consent Form(s) You a re  Using for  t h i s  S t u d y .  
(Even i f  i t  i s  t h e  same as previously approved.) , 

If  t h i s  project i s  the same as a previously approved study under a d i f fe ren t  name, please 
S u p p l y  the t i t l e ,  inves t iga tor ,  date approved a n d  consent form approved by Committee: 

6784 
0 0 2  1398. 

Approva 1 Date 



Request for Inst i tut ional  Approval of the  Protocol f i t i t led: 
"K-Edge Subtraction Angiography with Synchro t ron  X-rays" 

Additional Information: 

1. Protocols Involvinq U s e  of Radioactive Materials. 

Radioactive materials are not used in this project. 

Mnnber of Subjects Involved t o  Date. 2. 

Human subjects have not been studied t o  date. 
mnducted on anesthetized dogs. 

, jects are currently scheduled f o r  April 1986. 

Esrperiments have been 
The first experiments on human sub- 

3. Description of Results to  Date. 

The left anter ior  descending, the r igh t  coronary and the Cirmnfle~ 
arteries have been visualized follcwing transvenous injections of 
contrast agent in anesthetized dogs. 

. -- 

4. Problems or  Camlications, 

5.  Description of Remainder of P r o j e c t .  

As previously described. 

6. Describe Any ChanTes Since Origiml Approval. 

Results of experiments on anesthetized dogs indicate t h a t  sane in- 
jections of contrast agent my be made in to  a central  vein, such as 
t he  superior o r  in fer ior  vena cava, rather than i n t o  a vein i n  the 
.upper extremity. For the  central  venous injections, the  injection 
rate W i l l  vary frcm 5-20 m l  per second. 
rates, a power injector  w i l l  be employed. 

For the higher injection 

.L 

7. Consent forms are attached. . - 
. I .  . _.- . . .  

, 



.. - , * '  INFORMED CONSENT ??OR SYNCHROTRON ANGIOGRAPHY BY MEANS OF VENOUS I N J E X T O N  

OF CONTRAST AGENT 

. 

You are invited t o  par t ic ipate  i n  a study of angiography. 

develop a means of visualizing arteries without the direct injection in to  

the arteries of x-ray contrast  agents. 
participant in this study because your physician(s1 has recatmended that 

you undergo angicqaphy by the  invasive technique, involving arterial 
catheterization and the direct injection of contrast agents in to  the 

arteries. 

W e  hope t o  

You w e r e  selected as a possible 

. . - _. - - - -_ 

If you decide t o  participate, we  w i l l  perform an angiographic procedure 

(coronary, cerebral, other, 1 by means of a venous injection of contrast 
agent, employing x-rays produced a t  the  Stanford Synchrotron Radiation 
Laboratory. 

contrast agent, as employed i n  routine clinical practice. The i n j e c t i m  
may be given direct ly  into a vein i n  the  a m  or may be given in to  a vein 

in the  chest. 

catheter, w i l l  be inserted i n t o  a vein in an extremity (usually the  ann), 
and the catheter is then advanced into the  chest so that its t i p  is in  a 
central vein adjacent t o  the intake chamber ( r igh t  atrium) of the heart, 

The contrast  agent w i l l  then be administered using a mer injector,  a t  a 
rate up t o  20 ml/kg of body weight per injection. Follawing the injec- 

t ion,  scanning d i g i t a l  radiographs w i l l  be taken of the a r t e r i a l  struc- 

tures being studied. 

- - 

You w i l l  be given injections in to  a vein of a radiographic 

In  the latter instance a flexible,  hollaw tube, called a 

The procedure w i l l  probably require 1/2 t o  1 1/2 
.= hours. The r i sks  of t h i s  procedure include the  following: severe aller- 

gic (anaphylactoid) reaction t o  the iodine contrast agent; mechanical 
tear of a vein; impaired kidney function; reaction t o  local leakage of 

dye; the radiation expsure inherent i n  an x-ray examination. 

.. 

It would be impractical and even misleading t o  describe i n  de t a i l  a l l  of 
the possible r i sks  and ccarrplications which might r e s u l t  from the  proce- 

dure. 
team who w i l l  be performing the study. 

cedure as is planned fo r  your individual case. 

Any questions should be d i s y s e d  with a member of the angiography 

This person w i l l  review the pro- 



. .  
' :  . .  
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Potential benefits thar may bo, accru9d t o  you relate t o  information 

about the status of the artaries to be stud ed. Such information might 

be accumulatzd without the nacsssity of per orming invasive arterial 

Injections. Ye czn not or  do not guzrantzo or prcaise that you will 

receive any bonfits frcrn t h i s  study. After analyzing.the r e s u l t s  of 

this examination, your physicien may recczmend that you undergo the 

alternative procedure, that of routine angiography employing 

arterial catheterization and direct injzction o f  radiocontrast agsnts 

into the arteries. .I - 
Any data that may be published in scientific journals will not reveal 

t he  identify of the subjects. In t hc l  interest of public safety, 

patient imformation will be provided to federal and regulatory agencies 

as required. 

. .  

Thsre will bz no foe chxgcd for t h e  non-invasive angicgram. 

Your decision whether or not to participate wil! not prejudice you or 

your medical care. I f  you decide to participate, you ere f r e s  to 
_- . . . .  

-. . . 
withdraw your consent and t o  discontinue your participation at any 

time without przjudice to you or effect on your modical care. 

have any questions, we expect you to ask US. 

questions latw, we will b.? plessed to try t o  answer them. 

. -u. - 
I f  you 

I f  YOU have m y  sdditional 

. .  
In the event of physical injury that arises solely out of the neg- 

ligence of the St~nford Univer'isty !4edical Center or its staff i n  this 

study, reimbursement t o r  expasas incurred f o r  nccosssry m2diz31 

trmtzent and hospit3lization is available. For  further infornsTion, 
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please call 497-5244 o r  write thz Medical Center Committee for the 

Protection of Human Subjects at 851 'rlalch Road, Rccm 115, Palo Alto, 

California, 94304. 

manner i n  which this study is being conducted, you may r q l O r t  any 

I n  oddition, i f  you are not satisfied with the 

complaints to the sems telephone number and zddress. 

. Parsons rho participate in a madical expximent a r e  entitled to 

.. c e r t a i n  rights. These rights include but arz not limited to the ,  

subject's right t o :  

experiment; be given an sxplanation of the proccdurcs to be followed 

i n  the medical experiment, and any drug or device to be utilized; 

be informed of the natura and purposs of t h P  
- 

be given a description of any attendznt disccnforts and risks 

reasonably to be sxpectcd; bz given an zxplanation of any benefits 

to the subjxt reasonably to be expected, i f  appliczbl?; be given 
- 

a disclosure of any apprcpriata alternatives, drugs, or  devices 

that might be advanfagsous to the subject, their relaiive risks 

and benefits; be informed of t h s  avenues of  medical trcatnent, i f  

- .. . any, availabla to the subject after the experiment if csnplications 

should ar ise;  be given an opportunity to ask any questions concerning _- 
- L  

the exper iment or ths proceduks involved; be instructed that con- 

sent to participate in the medical expcrim2nt may be wifhdrswn 

at any time and the subjoct may discontinue participation without 

prejudics; be given a copy of t h ?  si'gncd and dated conssnt form; 

and be given tho opportunity to decide t o  conscnt or n o t  to consent 

to a rncdiczl experiment Mith'cut thc Intcrvcntion of any clement of 

- .  

. .  

force, fraud, docei t ,  duress, coercion or  undue inf lusnce on the 

subject's decision. 

0 0 2  14029 
.. 
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YOUR SIGNATURE INilICXTES THAT YOU HAVE READ AN0 U!lOERSTAND THE AaOVE 

INFORMATION, THAT YOU HAVE DISCUSSED THIS STUDY 'dITH THE PRINCIPAL 

INVESTIGATGR(S1 AN0 XIS 03 HE3 STAFF, AND TdAT YCU HAVE OEClOED TO 

PARTICIPATE aASED ON THE INFC2?4ATION P.90VIDEO. 

I S  AVAILASLE TO YOU UPON REQUEST. 

A COPY OF THIS FORM 

. .  
Signature Oate . 

Signature of lnvcstigaior or Witness 

.'... ' .  . 

1 1  /81 

. 
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sician(s1 has dctc'rmined that the operation or procedure listed below may be beneficial in t h e  diagnosis or tre 
. . of your condition. All surgical operations and diagnostic and therapeutic procedures involve risks of complication, 

. . . .  or even death, from both known and unknown causes. No warranty or guarantee has been made as to result or a r e .  . .............. ........ . . .  *- _,_,. _ _  _ . _ _ _  . . . . . .  _. . .  
-. - . . -. - 

- .  .--.- - 
.__-. -.. 

2. OPERATION/PROCEDURE TO B E  PERFORMED: . -_ .. 
. _ . . _ . , _ C _ . . . .  . . . . . . . . . . .  . .  .-- . .-.- 

. .  

STANFORD UN1VERSITY HOSPITAL 
STANFORD MEDICAL CENTER 

CONSENT TO OPERATION, ADF~~IN~sTR, 
O F  ANESTHETICS, AND FOR DIAGNo: 

OR THERAPEUTIC PROCEDURES 

. .-..... ...... 
. - . ~  . . . . . . .  

. .  
. < '  . . . . .  . . .  .:_ . . . . . . . . .  

. . . . . . . .  - 

. . . . .  . .  

.... ,; . . . .  

:.. ._:. .... 

3. 

- 
.. 

4. 
- .  

5 

. . . . . .  -. . . . . .  

Physicians performing professional services. such as anesthesia. radiology, pathology and the like, are not  employees 
Hospital. These physicians are either in private practice in the community or faculty members of the Stanford un, 
School of Medicine. 

Stanford University Hospiral and Clinics i s  an educxiona! institution, and as part of the medical e d u a t i o n  program re* 
interns, medical students. postgraduate fellows. and other  health care students may. under the supervision of t h e  at; 
physician, pJrticipare in the a r e  of Teaching patients. 

5. 
. . 

Ai a patient you have a right to receive as much information as you may need in order to give informed consent or  tc  
the rccommendcd course of tf6atment. Except in emergencies, Your physiciants) should describe in language you can 
stand the propored treatment or procedure, the medically significant risks involved, and the alternate courses of t reatr  
nontreatment, including the respective risks of each. If YOU have questions, YOU should consult your physician(s) 

I 

"giving your written consent to such operation or procedure. :. 
Having read the ahove and having received the above information from mY PhYSiCiJn(S), I hereby authorize the  above. 
physiciJn(j) and any associates or assistants of my physician(s) t o  Perform the above-named operation o r  procedure and to I 
such additional services as may be deemed medically reasonable and necessary, including, but not limited to, t h e  adminis 
and maintenance of anesthesia and scrviccs involving pathology and radiology. I further authorize the pathology service to 
discretion in thc disposal of m y  severcd tissue or member, cxccpt: 

................................................. ................... 
.e.. l .1 '"".  oc -.. I..* 

. tCI.I"..  O r  l".".. o r  I..".. 

- ............................................... 
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. . . . .  

I' ., 
HOSPITAL D E  LA UGIVERSIDAD DE STANFORD * . . \  

CENTAO MEO1CO D E  STANFORD 

PERMlSO PARA OPERACION, PARA LA APLICACIO; 

DIAGNOSTfCOS 0 T E R A P E U ~ I C O S  

DE ANESTESICOS Y PARA PROCEDlf.ltE>JTOS 

Hora .. 2. -e.. 

I S O Y I l C  OLL I . 0 I C O  oc C * . L C I I *  

. .  ... ........ I . . . . . .  . .  .,> .___ 1 -....., . . . .  ..-.. . . . .  . . . . .  . . . .  
. .  - .  

. <  . .  
~ ~ O U - I R  D L L  U I ~ U I I - O  o YROICO .L canao O C L  I ~ o c L o , ~ , ~ , , , ~  

.-. 
- 

' _----.- 
. - I  

. . . .  ..'.:I. C. 5 Me'dico 10 Me'dicosl ha deterrninado que la operacicjn 0 procedimiento que se consigna mi& adelante puede ser de beneficic 
. 

-; para el diagn6srico o tratamiento de  su estado de  salud. Todas las operaciones quir6rgicas y procedimientos diagnosticos 
.terapeuticos inplican riesgos de complicaci&, lesio'n o a h  muerte, de causas conocidas o desconocidas. Ninguna garant& c *. ... . .  

IENTO A EJECUTAR: 

... 

. . . . .  . _  , __.  --. - 

---. 3. 
. .::\ 

tos  me'dicos que presran servicios profesionales tales torno anestcsia, radiologfa. parolog<a y servicios semelantes no  son em- 
pleador del hospital. Estos rn6dicor se dedican a la praktica privada.en la cornunidad o son miembros d e  la Facultad de.Medi- 
cina de la Universidad de Stanford. 

. .  -.. 

... . .  . . . .  . . . .  . . . .  . . . . . . . . . . . .  I . , .  . .  : 
. _ A _ . .  . . . . . . . .  . . .  . . . . . . . .  . . . . .  

< .  . *  

. . . . . . .  ... . . .  - .  
-, . 1. . 9. 

.. L 

,..; ..,* ..- . 
... .. i'. 

5. 

i . , ;. 
- .  ..... 
. .  

El Hospiral y la Clihica d e  la Universidad de Stanford constituyen una instituci6n educacional, y como p a n e  del programa de 
educaci6n m6dica. 10s residentes. 10s internos. 10s estudiantcs de  medicina. 10s becarios graduados y otros estudiantes del cuidado 
de la salud pueden, bajo la suPervisi6n del Medico en asismcia,  parricipar e n  el cuidado d e  10s pacientes que est& bajo el 
plan de estudios. 

...................................................... 
d ............... 

z ............. .,.-a D. L. "-01. 

'c- ........................................ 


