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INFORMED CONSENT
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Title of Research Protocol: A Double Blind Phase Il Trid of basic Fibroblast Growth Factor ddlivered via Heparin-
aginate Microcapsules at Coronary Artery Bypass Surgery to Improve Ischemic Myocardium

Principa Investigator's Name: Michae Smons, MD

Co-Invedtigators. Roger J. Laham, MD, Frank W. Sdllke, MD

Protocol Number: 94-04-07-2095

D1. PURPOSE OF STUDY:

Y our doctor has determined that you have severe coronary artery disease The arteries of your heart have developed
atherosclerotic (*cholesterol™) blockages which may cause you to experience chest paint, angina, or even heart atacks
due to decreased blood flow to your heart. After reviewing the results of your cardiac catheterization, your doctor has
recommended that your heart disease be treated with coronary artery bypass surgery. Y ou have been asked to be
involved in aresearch sudy using anew medication at the lime of bypass surgery called basic Fibroblast Growth Factor
(b-FGF). b-FGF isalaboratory produced verson of anaturaly occurring substance, which acts to cause blood vessel
growth and enlargement. This process can occur within the heart when there are severe blockages, to creste aternate
channds of blood flow around those blockages, known as collateral vessdls. By creating more collaterad blood vessels
in areas of the heart with severe blockages, b-FGF can increase blood flow o that the heart functions better. The
purpose of this research study is to compare the effects of b-FGF with standard therapy to determine its safety and
ability to be tolerated in patients undergoing bypass surgery. If you decide to participate in this study, you will be
assigned by chance to receive ether b-FGF (50% likdlihood) or standard therapy (50% likelihood) This study will
involve the firgt use of b-FGF with heparin-aginate microcapsules in human hearts The purpose of this consent form is
to provide you with the information needed to consider in deciding whether to participate in this research study.

D3. PROCEDURE:

If you are asked to participate in this study, it means that you have severe coronary artery disease which your
doctor fedls should be trested with coronary artery bypass surgery. During the screening process you will undergo
screening to determine your digibility for the study, with areview of your medica history physica examination.
Electrocardiogram, chest x-ray, and blood tests. Following the completion of screening, you will
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enter theinitid portion of the study where you will undergo testing with thalium imaging (aradionudide image of blood
flow) with or without exercise and magnetic resonance imaging of the heart (MRI) to measure the heart's function and
areas of diminished blood flow, if these tests have not been performed within the past several weeks.

If these measurements of your heart function confirm thet there are areas of your heart with diminished blood
flow, then you will enter the trid, where microcapsules, or pellets of heparin-dginate either incubated with b-FGF or left
aone, will be placed on the surface of the heart during bypass surgery, in areas shown to suffer from decreased blood
flow. The bypass operation will not otherwise change because of b-FGF administration. During your postoperative
recovery, you will undergo a physical exam, and have standard blood tests, urine tests, chest x-rays, and
electrocardiograms monitored by study investigators. Approximately 12 weeks after surgery, you will return for an
evauation by study investigators, where you will undergo a history and physica examination, €ectrocardiogram, blood
tegts, urindyd's, exercise test with thalium imaging, and MRI.

D4. RISKS AND DISCOMFORTS:

b- FGF has been administered to approximately 250 subjects to determine its effect on wound hedling
There were no side effects or discomfort associated with its adminigtration in thet study. However, in animd studies the
drug has been associated with kidney damage at high doses, as well as with alower blood count (anemia), both of
which may or may not be reversible. In our anima studies, thickening of the heart muscle has been found, and therefore
thereisasmdl risk of an inflammation of the heart, or cardiomyopathy which could result in heart failure Other anima
studies have demonstrated some thickening of thewadl of arteries, which may lead to more sgnificant blockages in some
arteries

Aswith any new drug, thereisasmal risk of dlergic reaction or other previoudy unknown or rare Sde effect
occurring. Thereisadso asmdl posshbility of infection due to the presence of foreign substances (microcgpsules) in the
body, and the possibility of more scarring than is normally seen around the sac of the heart after bypass surgery.

Thereisadso asmadl risk that b-FGF may cause tumor formation, and patients with cancer or known tumors are
excluded from the study.

D5. BENEFITS:

Y ou may or may not benefit directly from your participation in this sudy. The possible benefits from participating in this
sudy include reducing or rdieving symptoms of angina, by improving blood flow to areas of the heart, which could not
be bypassed. This could lead to improved overdl heart muscle function, and increased survival. Y ou may aso benefit
from the close follow-up by the study investigators after bypass surgery, which would he in addition to the standard care
you receive from your physicians.

Other patients with angina and coronary artery disease may benefit from information obtained in this sudy. This study
may be indrumenta in developing a new trestment for angina and coronary artery disease, without the use of bypass

surgery or angioplagty.
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D6. ALTERNATIVE PROCEDURES:

Y our dterndtive to participation in this study isto receive your doctor's routine medica and surgica care for
coronary artery disease, including bypass surgery if necessary. Y our doctor will discuss these dternative
trestments with you Standard thergpy for your condition includes medicines to improve blood flow to your heart,
bypass surgery or angioplasty. Whatever your decison is, your care isindependent of your participation in this studly.
Y ou are free to change your mind about participation in this udy at any time.

D7. COST/PAYMENT:

b-FGF will be provided free of charge. There will be no cost to participants, nor payrnents for participation.
The same hilling procedures will gpply for your hospital stay whether you participate in the sudy or not. The follow up
studies will aso be performed without cost to participants.

D8. CONFIDENTIALITY:

The study is monitored by representatives and/or designees of Scios Nova, Inc. (suppliers of b-FGF) and regulatory
authorities and they may inspect the records of thisinvestigation. In reports of this study, you will be identified by an
assigned number only. Otherwise, dl persona communication remains confidentia. Y our records will be kept for a
minimum of 2 yearsfollowing the approva of this drug marketing or the discontinugtion of al dlinicdl trids.

| understand that | have a right to privacy and that the investigators on this study will take all reasonable
measures to protect the confidentiality of my records. My name and any other information which might
identify me will not appear in any presentation or publication resulting from this study. My name and any
other information which might identify me will not be available to any person or group other than the
investigators of this study and the Committee on Clinical Investigations of the Beth Israel Hospital which
oversees all studies.
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CONSENT FORM FOR CLINICAL RESEARCH

| have read the previous page(s) of the consent form and the investigator has explained the details of the study. |
understand that | am free to ask additiona questions.

If I wish additiond information regarding this research and my rights as a research subject, or if | believe | have been
harmed by this study, | may contact the Chairman of the Medical Center’s Committee on Clinica Investigations at (617)
667-4272

| am aware that thisis aresearch project and that unforeseen side effects may occur.

| understand that the Beth Israel Deaconess Medical Center has no forma program for compensating patients for
medica injuries arigng from this research. Medicd trestment will be provided for injuries at the usud cherge to me or to
my insurer unless payment is otherwise provided for in this consent form.

| undergtand that | may be contacted by the Beth Isadl Deaconess Medicd Center's Committee on Clinical
Investigations during or after my participation in this sudy as part of its efforts to monitor the experience of subjectsin
clinicd invedigations.

| understand that participation in this study is voluntary and | may refuse to participate or may discontinue participation
a any time without pendty, loss of benefits, or prejudice to the qudity of care which | will receive.

| acknowledge that no guarantees have been made to me regarding the results of the treatment involved in this study,
and | consent to participate in the study and have been given acopy of thisform.

WITNESS STUDY SUBJECT DATE

PARENT OR LEGAL GUARDIAN DATE

(If subject isaminor, or subject is unable to give consent)

The subject has been given the opportunity to read this consent form and to ask questions before sgning, and has been
given acopy.

PRINT INVESTIGATOR'SNAME SIGNATURE OF INVESTIGATOR (or designes) DATE

For any questions regarding the rights of a research subject, or information regarding trestment of research-related
injuries, please contact Nan Clark, Manager, Research Adminigtration, (617) 667-3743.
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