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Docket Number 95S-0158
Dockets Management Branch (HFA-305)
Food and Drug Administration
12420 Parklawn Dr. rm. 1-23
Rockville, MD 20857

RE: Investigational New Drug Application #6859

Dear Sir/Madam:

In accordance with21 CFR $312.54 we are enclosing copies of information concerning research
e’%

involving an exception to informed consent. This includes information that has been publicly
disclosed by the IRB at Methodist Hospital of Indiana, Indianapolis, IN, the IRB of Washington
Hospital Center, Washington D. C., and additional information from Lehigh Valley Hospital,
Allentown, PA.

The information for Methodist Hospital includes the agenda for Grand Rounds (Attachment 1),
and the agenda for the EM Conference (Attachment 2) presented by the Coordinating
Investigator of the study on May 7, 1997; the protocol synopsis that was distributed at various
internal staff meetings and sent to various community and state members and officials
(Attachment 3); a communication entitled Frequently Asked Questions About DCLHh that was
distributed at various internal staff meetings and community meetings, and was also sent to
various community and state members (Attachment 4); an article that appeared in an internal
hospital newspaper, the Clarian, on May 27, 1997 (Attachment 5); an advertisement for an
informational session for staff that was posted in the hospital and also appeared in an internal
hospital newspaper, the Clarian, on May 27 and June 2, 1997 (Attachment 6); a news release
(Attachment 7) and fact sheet (Attachment 8) that was sent to the local press on May 29, 1997;
an article that appeared in both the morning and evening edition of a local newspaper, The
Indianapolis Star, on May 31, 1997 (Attachment 9); an editorial that appeared in the morning
edition of a local newspaper, The Indianapolis Star, on June 9, 1997 (Attachment 10); posters
announcing Town Hall Meetings (Attachment 11) and an advertisement announcing Town Hall
Meetings which appeared in a local newspaper, The Indianapolis Star, on June 1, 1997

?- (Attachment 12), and June 8, 1997
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(Attachment 13); the agenda for the Town Hall Meetings that were held on June 3,4,5, and 9,
1997 (Attachment 14); a letter that was sent to every Hospital in Indiana on May 22, 1997
(Attachment 15); a letter that was sent on June 2, 1997, to the EMS Coalition, the Chief of the
Indianapolis Fire Department, the Chief of Police, the Director of the Department of Public
Safety, and the Marion County Sheriff (Attachment 16); a letter (Attachment 17) and a copy of
the FDA regulations regarding Exception to Informed Consent (Attachment 18) that were sent on
June 2, 1997 to the Mayor of Indianapolis, the Commissioner of the State Board of Health, the
Public Health Director of the Marion County Health Department, the Attorney General of
Indiana, the Marion County Prosecutor, the Forensic Pathologist of Indiana University Medical
Center, and the Marion County Coroner; a letter that was sent to the Superintendent of the
Indiana State Police on June 2, 1997 (Attachment 19); and a summary of questions that were
asked by a local radio station, WIBC, on June 4, 1997, and broadcast on June 5, 1997, and also
the week of June 10, 1997 (Attachment 20).

Based on information received from the clinical site, the investigator and IRB of Methodist
Hospital achieved community consultation by presenting a summary of the study to community
members in several Town Hall Meetings (Attachments 4, 11, 12, 13, 14). In addition, letters
describing the study, as well as the protocol synopsis and a copy of the FDA regulations

.-. regarding Exception to Informed Consent were sent to various community and state members
and officials (Attachments 3, 15, 16, 17, 18). Finally, a toll-free number was established to
answer any concerns from the public.

The information for Washington Hospital Center includes press releases from January 31, 1997
(Attachment 21) and March 20, 1997 (Attachment 22); a transcript from a local television news
broadcast, WJLA-TV (ABC), broadcast on March 20, 1997 (Attachment 23); the agenda
(Attachment 24) and minutes (Attachment 25) of a Community Relations Council Meeting held
on April 24, 1997; a summary of a local radio interview with the principal investigator and an
interview for Healthline (Attachment 26); an article that appeared in a local newspaper, The
Washington Times on May 26, 1997 (Attachment 27); and an advertisement that appeared on
June 26, 1997, in local newspapers, The Washington Informer (Attachment 28), The Washington
Post (Attachment 29), and 1/ Pregenano (same information; not included).

Based on information received from the clinical site, the investigator and IRB of Washington
Hospital Center achieved community consultation by presenting a summary of the study to
community representatives at a Community Meeting (Attachments 24, 25). Additionally,
discussions of DCLHb and the study were broadcast on local television and radio stations
(Attachments 23, 26), and an advertisement providing information and address, phone and fax
number for questions or concerns was provided in a variety of local newspapers (Attachment 28,
29).
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Additional information from Lehigh Valley Hospital includes an article that appeared in a
hospital publication, Healthy You, in the March/April, 1997 edition (Attachment 30).

In accordance with21 CFR $312.54, this information is also being submitted to the IND file.

If there are any questions concerning this information, please contact me at (847)270-53 13.

Sincerelv,

Director Regulatory Affairs
Blood Substitutes Program

.=———..
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Attachment I

Overview of Grand Rounds presentation at Methodist Hospital- May 7, 1997

Introduction to DCLHb- Ed Sloan, MD, MPH (presenter)
Chemical structure- cross-linked to stabilize
Hemoglobin based oxygen carrier
Pressor/perfusion properties

Preclinical Overview
Product properties seen in preclinical studies including increases mean arterial pressure,
restores base deficit, restores lactate levels, restores subcutaneous P02, restores mucosal
P02, reduces bacterial translocation, increases oxygen consumption, reduces mortality
and perfusion properties
Review of specific data from preclinical studies that support each of the above

Hemorrhagic Hypovolemic Shock Study Overview (completed study)
Study design
Summary of patient population
Summary of safety findings- no increase rate of complications or adverse events
Efficacy findings- patient population not sufficient to determine efficacy

Traumatic Hemorrhagic Shock Study Overview
Introduction to trauma and the impact on society
History of protocol development
Study design
Patient care- all standard therapies will be provided
Study inclusion/exclusion criteria
Timelines mandated by protocol
Dosing and infusing
Blinding of study, investigators blinded prior to randomization, not blinded during
infusion
Endpoints and analyses- 28 day mortality, morbidity using the MOD score, 48 hour
mortality
Laboratory issues
Exception from informed consent issues and consent to continue
Role of the IRB- community consultation and public disclosure

——.-.
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—

Overview of Grand Rounds presentation at Methodist Hospital- May 7, 1997 (cont.)

Hemoglobin Based Oxygen Carriers (HBOCS)
Old paradigm- blood substitutes
New paradigm- hemoglobin-based oxygen carriers
HBOCS potential uses- trauma, blood loss, surgery, MI, stroke, cancer, radiation therapy,
cardiopulmonary bypass, sepsis, dialysis, sickle cell disease, anemia

Summary
Trauma important issue
Study to determine if DCLHb will improve survival

—-
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A@chment 2

Overview of EM Conference presentation- May 7, 1997

Ed Sloan, MD, MPH- presenter

Overview of the regulations for an expection from informed consent

Principles behind the regulations

Basis for allowing a waiver of consent

Process of community consultation and public disclosure

Process of consenting patients in the THS study

.—.
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Attachment 3

03 October 1996

Protoco I Synopsis

“The Efficacy Trial of Diaspirin Cross-linked Hemoglobin (DCLHbTM) in the
Treatment of Severe Traumatic Hemorrhagic Shock”

introduction
Death from trauma frequently results from shock that is refractory to resuscitation
efforts. These efforts typically involve rapid infusions of large volumes of crystalloid
solutions. This standard of therapy has been brought into question by recent clinical
studies utilizing small volumes of hypertonic saline-Dextran solution (Mattox et al. 1991,
Ann Surg 213:482-91), or no volume replacement until definitive surgical treatment
(Bickell et al. 1994, NEng JMed331:1105-1 109).

Trauma-related mortality has been correlated with the magnitude of base deficit.
According to Siegel et al. (Arch Surg 1990, 125:498-508), a base deficit of 11.8 mmol/L
predicts a mortality of 50% in trauma patients presenting with pelvic fractures or blunt
liver trauma. Rutherford et al. (J Trauma 1992, 33:417-423) reported a mortality rate
over 40°A in trauma patients with base deficits in excess of 15 mmol/L. This study of
3791 trauma patients also showed a sharp, corresponding rise in mortality rates from

___ 20% to 40°h over the base deficit range of 10 to 15 mmol/L.

The above findings suggest that the current practice of restoring blood pressure
through large volume crystalloid infusion may be suboptimal in traumatic hemorrhagic
shock patients. These traumatic shock patients, especially those with large base
deficits, are at greatest risk, and warrant being studied with a controlled clinical trial with
a low volume presser/perfusion agent such as DCLHb.

~nitial DCL Hb Hemorrhagic Shock Trial
The initial prospective, randomized, escalating dose clinical trial of DCLHb in
hemorrhagic shock studied the infusion of normal saline (NS) or DCLHb in class II-IV
shock patients within four hours of the shock episode. The trial was divided into three
dose ranges, 50 mL (71 mg/kg), 100 mL (143 mg/kg), and 200 mL (286 mg/kg). Each
dose included approximately 40 patients (20 NS, 20 DCLHb). Patient enrollment for
this clinical trial was completed in May 1995 with a total population of 139 patients, 71
(51 %) of whom received DCLHb.

No increase in the rate of complications or toxicities in patients who received DCLHb
were observed during the trial. Specifically, renal insufficiency and failure were not
more common in DCLHb-treated patients. Overall mortality rates, complications and
adverse event rates did not differ in the DCLHb and control groups. These findings,
and findings from several other DCLHb trials at different doses (750-1200 mLs),

_—_
suggest that DCLHb infusion will have a favorable risk)benefit profile in severely injured
patients.

BB-IND #6859-013
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Attachment 3

*&-% Study Desian
This will be a multicenter, randomized, placebo-controlled (normal saline) study.
Inclusion in this protocol will not interfere with the provision of any standard trauma
therapy.

Primarv CIinical Be nefit End~oin~
● Clinically and statistically significant reduction in 28 day mortality.

Seco ndarv Cl inical Bene fit Endpo in~
● Clinically and statistically significant reduction in morbidity.
● clinically and statistically significant reduction in 48 hour mortality.
● clinically and statistically significant reduction in 24 hour lactate levels.

Patient Population
The study population will be a small subset of trauma patients with persistent, severe,
hypoperfusion despite aggressive pre-hospital therapy. To properly investigate the
mortality and morbidity outcomes in this protocol, 500 to 1000 mL DCLHb or the saline
control will begin being infused no later than 30 minutes after meeting the entry criteria
and within 60 minutes of presentation to the emergency department in approximately
850 patients meeting the following inclusion criteria:

---- 1. Males or females 18 years of age or older
2. Evidence of hemorrhage
3, Tissue hypoxia and cellular hypoperfusion shown by:

● Systolic blood pressure s 90 and pulse z 120 Q,
● Systolic blood pressure s 90 and pulse <60 with a pre-terminal

rhythm (junctional or idioventricular) u,
● Base deficit of 15 mmol/L or worse

Patients will be excluded from the study by the following

1. Age <18 years
2. Known pregnancy

exclusion criteria:

3. Pulseless traumatic arrest during hospitalization
4. Imminent death precludes resuscitation efforts
5. Isolated head trauma, penetrating or blunt
6. Combined multi$ystem and head trauma with clinical findings consistent with

significant mass effect (e.g., severe coma, Iateralizing signs, posturing, or
pupillary dilatation secondary to uncal herniation)

7. Hospitalization >60 minutes prior to infusion
8. Known objection to the use of blood, blood products
9. Known injury time >4 hours prior to infusion

2of3
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Attachment 3

___ Sta tistical Armroach
Approximately 850 patients will be needed to show a 25°A reduction in mortality (i.e.,
from 40°A to 30Yo). A Cox proportional hazards model will be used to determine the
impact of DCLHb on mortality while adjusting for demographic and pre-treatment
covariables documented as predictors of mortality. Interim monitoring will occur at
IOYO,25%, 50’%0,75?40and the final analysis at IOO?40enrollment of the 850 patients.

Safetv Monitoring
An independent Data Monitoring Committee (members not afiliated with Baxter
Healthcare) will be established by the sponsor. Ongoing safety monitoring will be
performed by this committee during the enrollment of study patients. If major safety
concerns arise, the study can be amended or put on hold until these concerns are
addressed.

jnformed Co nsent
The consent procedures followed in the protocol will follow 21 CFR 50.24 “Exception
from informed consent requirements for emergency research”. These regulations will
be utilized based on the favorable risldbenefit profile of DCLHb and the frequent lack of
feasibility in obtaining prospective informed consent in this patient population.

_—__
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Attachment 4

Frequently Asked Questions About DCLHbTM
Methodist Hospital Of Indiana, Inc.

Why /s this trfalbeing performed?
Critically injured patients frequently
arrive in the Emergency Department in
shock from significant blood loss.
Despite the best care medicine has to
offer today, as many as 40% of these
critically injured patients will die from
their injuries. Animal and human
clinical studies suggest that DCLHbW
may improve the chance of survival
following severe blood loss. The
solution has the greatest chance of
improving suwival and reducing
complications when it is given
immediately after the beginning of
severe shock and bleeding.

What k DCLHbm?
DCLHbmis a purified hemoglobin
solution prepared from units of human
red blind cells which have been

. donated by healthy volunteers. The
hemoglobin (the part of the blood that
carries oxygen) is extracted from the
red blood cells and placed into a
solution containing Diaspirin. This
solution is heated and filtered similar
to a pasteuruation process. The blood
used to make the experimental
DCLHbm solution has been tested and
found negative for the viruses that
cause hepatitis and AIDS. It is as safe
as human albumin products.

DCLHb w can be given immediately to
a patient with any blood type. Cross
matching is not required. DCLHbm
may restore blood pressure, increase
blood flow to vital organs, and carry
oxygen to cells and tissues. All three of
these actions can be helpful in
reducing the mortality and
complications from severe shock.

Can DCLHbm be gken to Jehovah
Witness patients?
No. Since DCLHbm is made from
human blcod, it will not be
administered to patients if it is known
that their religious beliefs forbid blood

.~ transfusions. People who will not
accept blood transfusions usually carry
a card in their wallet.

Does DCLHbTM replace the need for
blood transfusions ?

No. DCLHbw will be administered in ‘
addition to all standard therapies used
to resuscitate a critically injured
trauma patient. Standard therapies
may include immediate use of blood
transfusions, fluid therapies, and
surgical intervention.

What am the side effects of
DCLHbm?
DCLHbm has been studied in
randomized clinical trials involving
more than 700 patients over a four
year period to evaluate its effects. Of
the approximately 350 patients who
have received the solution, a few
temporary side ef’kts were noted.
These included tamporary changes in
some lab test results, a temporary and
harmless yellowing of the skin
(unrelated to liver damage), temporary
red color of the urine due to the red
color of the DCLHbm solution, nausea,
and back, abdominal, and muscle
pain. The yellow color is due to the
normal body mechanism of breaking
down the hemoglobin into components
the body can use to make new red
blood cells. One component, bilirubin
is responsible for the tempora~ yellow
skin color. Blood pressure may be
elevated following infusion of the
solution, but this may be beneficial to
patients in shock whose blood
pressure is dangerously low.

All DCLHbm solution will be gone from
the body within 96 hours after the last
infusion. The interference in lab
values, yellow skin, and red color of
urine is expected to clear within 96
hours.

Which lab tests may have
Intetierence?
The Methodist Laboratory has
undergone extensive evaluation of all
standard blood and urine lab with
samples of DCLHbrM solution. The
only three tests to have interference for
the first 96 hours is the direct and
indirect bilirubin and LDH, These tests
are not routinely ordered for trauma
patients in the first 96 hours.

VWIo will be eliglble to patiiclpate?
We are hoping to enroll 20 trauma
patients over the next 18 months. The
study sponsor would like to enroll 850
patients from 40 Trauma Centers in
the United States. Patients 18 years
of age and older who meet entry
criteria will be randomized to either
receive the DCLHbm solution or
Normal Saline in addition to all
standard trauma therapies.

An Independent Monitoring Committee
will be reviewing patient data
submitted by all the study sites
throughout the trial. The investigators
at Methodist Hospital will submit a
report every six months to the
Methodist Institutional Review Board.

What is an Exception to Informed
Consent and why was it necessary
for this StUC/Jf?

Patients eligible for this study are
suffering from a catastrophic traumatic
event and are often not able to give
consent due to their medical condition.
Because the onset of traumatic injury
is sudden and unpredictable, a legally
authorized representative may not be
immediately available to provide
consent for the patient. An exception
from informed consent will only be
utilized if the patient, a legal
representative, or family member is
unavailable to give consent and the
DCLHbW infusion must be started.
The infusion needs to be started within
60 minutes of presentation to the
emergency department. Time of injury
to time of initiation of DCLHbw cannot
be longer than four hours.

The FDA, in cooper@ion with the
National Institute of Health ( NIH ),
issued regulations in November of
1996 that will allow for cetlain
emergency research to be conducted
wit h an exception from informed
consent. The new regulations allow for
a study to be conducted with an
exception or waiver from the
requirement for obtaining written
informed consent only in those rare
circumstances when the patient cannot
consent and the nature of the patient’s

BB-IND #6859-013 Page 7



Atichment 4

medical condition requires immediate
treatment, The study of DCLHb7Min
the treatment of severe traumatic
hemorrhagic shock meets the FDA
criteria for an exception or waiver from
informed consent.
The new FDA regulations clearly state
that the Institutional Review Board
( IRB ) at a center participating in a
study utilizing the exception to
informed consent is responsible for
ensuring the protection of the patients.

Additional protections include:

1. Consulting with the communities
from which patients will be drawn.

2. Public disclosure of the study and
its risks and expected benefits prior to
starting the study.

3. Public disclosure of information
after the study is completed

___ to inform the community and
researchers of the results of the study.

4. Establishing an independent data
monitoring committee to exercise
oversight of the study. Baxter
Healthcare and ClinTrials Research
Inc. have established an independent
monitoring committee

5. If consent from the patient is not
feasible and a legally authorized
representative is not available,
providing an opportunity, if feasible, for
a family member to consider the
patient’s participation in the study.

The development of these regulations
allows for the advancement of vital
emergency research with careful
attention to the protection of the rights
and welfare of the patients who are
enrolled in the experimental protocol.
The FDA and NIH expect that the
studies conducted under these rules
will allow patients in certain life
threatening situations, who are unable
to give informed consent because of
their condition, the chance to receive

.-—.. potentially lifesaving treatments. They
also expect that these studies will
increase the knowledge and improve
the treatments currently used in
emergency medical situations that
have poor patient outcomes, despite
optimal care

The investigators will make every
attempt possible to obtain consent
from patients, their legal
representatives, or family before
DCLHbW is given. All patients and
family members will be completely
informed of their participation as soon
as possible. At all times, the patient or
their representatives may decline
further participation in the study.

Is the patient charged for the
DCLHbm?
All the costs for the DCLHbW solution,
monitoring, and study specific
laboratory studies are paid for by the
study sponsor, Baxter Healthcare
Corporation. All standard therapies
and hospital charges will be billed to
the patient’s health insurance carrier.

Who can I call for mom information?
A 1-800-833-2457 is available for
the community to ask questions, state
concerns, or request information about
the protocol or consent pr~ess All
questions will receive a prompt
response. Dr. George Rodman,
Director of Trauma Services, is the
Principal Investigator for the study

How is this study behg
communicated to the community?
Under the new FDA regulations for an
‘Exception to Informed Consent”, we
are informing the community about
the study protocol, the benefits, the
risks, and the Exception to Infomed
Consent. An atitcle has been published
n the Indianapolis Star & News and a
press release will be sent to
Newspapersacross the state. Four
rown meetings have been scheduled
‘or the first two weeks in June at all
‘our of the Methodist Medical Plaza
:enters. The community can call
1-800-833-2457 or write Methodist
+ospitai.

3dernal communications include:
Article in Indianapolis Star & News
May 31.
Town Meetings at each of
theMethodist Medical Piaza
Centers

Eas!
Tuesday, June 3 at 1800

Noflh
Wednesday, June 4 at 1800

BB-IND #6859-013
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South
Thursday, June 5 at 1700

West
Monday, June 9 at 1630

Jehovah Witness clergy
Attorney General
State Heafth Commissioner
Marion County Health Department
EMS Coalition
State Emergency Management
Agency
Law enforcement officials
State legislators and church I
leaders
Health insurance companies
Hospitals throughout the state

Methodist Hospital
Trauma Service - B229

1+5 at 21st Street PO Box 1367
Indianapolis, Indiana 46206-1367

l-800~33-2457
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Apublicationfor the employees,physicians and volunteers of Methodist, N and Rileyhospitals
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Atichment 6

Methodist Emergency Medicine=
and Trauma Center to study new
investigational blood solution

You are invited to learn more about an important
new national research study involving critically
injured traumapatients

.

The study has been approved by the U.S. Food and Drug
Administration and the Institutional Review Board of Methodist

.—_ Hospital. Diaspirin Cross-Linked Hemoglobin is a new
investigational blood solution which will be given to randomly
selected trauma patients with life threatening injuries who are in
shock from blood loss.

Meetings
Join members of the Emergency Medicine and Tmuma Staff to
learn more about this study and its impact on trauma care. Learn
what you need to know about the new FDA regulations on
Exception to Informed Consent (waived consent). The new waived
consent may be used if you and your family members are not
available to give consent and the medical team treating you
determines that participation in this investigational study could
improve your chances of survival.

June 6 Petticrew Auditorium

.$-%
7– 8AM
10-11 AM
l– 2PM ●
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..—.,_.. .._____,_. ...._-----____ . —..... ... .. . .





.

Attachment 7

— Clarian Health
M Methodist .lU”Riley

—

May 29,1997 Contact: Ann Myers
(317) 929-5929

Methodist Trauma Center To Study New Investigational Blood Solution

Indianapolis - Methodist Hospital is participating in a national research study of a
new blood solution that could dramatically affect the way severely injured patients are
treated in emergency departments.

Methodist’s Emergency Medicine and Trauma Center is one of 40 trauma centers
studying whether a new blood solution can prevent deaths and reduce complications for
trauma patients in shock because of severe blood loss. These severely injured patients
have an estimated mortality of40% despite today’s aggressive treatment.

The study, which has been approved by the U.S. Food and Drug Administration
and the Methodist Hospital Institutional Review Board, involves the administration of
normal saline or a purified hemoglobin solution called Diaspirin Cross-Linked
Hemoglobin (DCLHbTM). Baxter Healthcare Corp. of Deerfield, Ill. is the study sponsor.

The blood solution is prepared from blood donated by healthy volunteers. This
donated blood has been tested and found negative for the viruses that cause hepatitis and
AIDS. The hemoglobin (which carries the oxygen to the cells) is taken from the red
blood cells to make the solution.

When tiuma patients are in shock because of severe bleeding, the loss of blood
can damage or shut down vital organs such as lung and kidneys. Dr. George Rodman, Jr.,
Director of Trauma Sexvice at Methodist Hospital notes, “This is the first new therapy in
years that may help reduce the mortality of these severely injured patients.” DCLHbTM
has been shown to increase blood pressure and may bring more oxygen to the vital
organs.

Severely injured patients, 18 years and older, admitted to the Methodist
Emergency Department with persistent, severe, hemorrhagic shock are eligible for this
study. Patients will be randomly assigned to receive either normal saline or the DCLHbmI
solution. DCLHbT~l or saline must be started within four hours of the time of injury. The
solution or saline will be given in addition to all standard trauma resuscitation fluids,
blood, and surgical interventions.

-more-

( 1.111.1!1111,.!!!11I’.llml,r.. 11}!
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DCLHbTM will not be given to pregnant women or patients with severe brain
injuries. It will not be given on ambulances or on the LifeLine helicopter. Since
DCLHbTM is made born human blood, it will not be administered to patients if it is
known that their religious beliefs forbid blood transfusions.

Methodist is hoping to enroll 20 patients over the next 18 months. Baxter, the
study sponsor is attempting to enroll 850 patients from 40 trauma centers.

Because trauma patients who would qualifi for this study are so severely injured,

they may not be able to give their consent to participate in this study. The U.S. Food and
Drug Administration has granted an “Exception to Informed Consent” for this study.
They have carefidly evaluated the data from multiple trials and feel the potential benefits
outweigh the patient’s risk of participating in the trial.

Possible side effects can include: a temporary change in some lab test results; a
temporary and harmless yellowing of the skin; temporary red color of urine; nausez
back, abdominal and muscle pain, and elevation of blood pressure. These side effects are
usually gone within 96 hours of receiving the solution.

As a result, patients maybe enrolled in this study and receive DCLHb~ when
informed consent is not possible from the patient, their legal representative, or their
family member. The investigators at Methodist will make every attempt possible to
obtain consent from patients, their legal representative, or family before DCLHWM is
given.

All patients, and their fmily members will be completely informed of their
participation as soon as possible and given the opportunity to decline fi.uther participation
in the study, A patient may withdraw or be withdrawn from the study at any time without
influencing his or her medical care.

The Trauma Center is sponsoring community meetings at each of the Methodist
Medical Plazas listed below. Staff born the Emergency Medicine and Trauma Center will
address the study protocol and the FDA’s new regulations for an Exception to Informed .
Consent.

June 3,6 p.m., Methodist Medical Plaza EasL 9660 East Washington Street
June 4,6 p.m., Methodist Medical Plaza Carmel, 141 Pennsylvania Parkway
June 5,5 p.m., Methodist Medical Plaza Greenwood, 8830South Meridian Street
June 9,4:30 p.m., Methodist Medical Plaza Eagle Highlands, 6850 Parkdale Place

If you have comments, questions, or would like to receive more information about this
study, please call 1-800-833-2457 or write Methodist Hospital, Trauma Service B229,
1-65 at 21st Street PO Box 1367, Indianapolis, Indiana 46206-1367.

BB-IND #i9-013 Page 12
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FACTS ON: Purijied Human Hemoglobin Solution Study
Methodist Emergency Medicine and Trauma

Methodist Hospital is participating in a
national research study of a new blood
solution that could save the lives of more
patients whose injuries cause severe
bleeding and shock. The study, which has
been approved by the U.S. Food and Drug
Administration and the Methodist
Institutional Review Board, involves the
Emergency Room use of a purified
hemoglobin solution that could raise blood
pressure and speed up the time it takes to get
oxygen to the vital organs. Hemoglobin is
the red part of the human blood cell that
carries oxygen throughout the body.

Ih&Jldy
● Forty trauma centers will study 850

patients. Methodist is the only Indiana
hospital involved at this time in the
study,

● Due to the speed required to administer
emergency medical treatment, the FDA
has waived the infoxmed patient consent
requirements.

“ Patients may receive the solution
without prior consent, but will also
receive all standard medical treatment,

● Every attempt will be made to obtain
consent tlom the patient, their family
member, or legal representative before
the hemoglobin solution is given.

Q A detailed protocol synopsis is available
by calling 1-800-833-2457.

The Product
c Name : DCHLb
Q Trademark name: HemAssist
● It is a concentrated hemoglobin solution

made from red blood cell units that have
been donated by healthy volunteers.

( I,tti.l;l 111.JIIII l*,trln{, r\. Illt , BB-IND #6859-013
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Center

● Developed by Baxter Healthcare Corp.
of DeeKleld, Ill.

“ Possible side effects can include: a
temporary change in some lab test
results; a temporary and harmless
yellowing of the skin; temporary red
color of urine; nausea, back, abdominal
and muscle pain, and elevation of blood
pressure. These side effects are usually
gone within 96 hours of receiving the
solution.

When patients suffer severe bleeding ffom
traumatic injuries - such as those that may
be experienced in an auto accident - the loss
of blood can cause hemorrhagic shock and
deprive vital organs of blood flow and
oxygen that they need to keep on working.
A salt solution injected by paramedics can
help raise the blood pressure, but cannot
deliver the needed oxygen to the organs. In
an Emergency Room where every second is
cmcial to a patient’s survival, doctors and
nurses must get the right type of blood into a
patient as fast as possible.

of DCHU

Could decrease the number of patients
who die from traumatic injuries.
Could save precious time in the
Emergency Room by eliminating the
need to type and cross-match a patient’s
blood.
Could reduce complications caused by
shock such as respiratory failure and
renal failure.
Could enable units of red blood cells that
are due to expire in Blood Banks to be
recycled into a hemoglobin solution.

:, s.,,. .:, !,,,
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Consent issue is key
in Mood-solutionstudy

EyBnlBnlnta3&gM

Some severely fnjurcd people taken to Methdlst
ttospltal thts summer may be glvcn an cxpcrlmental
blood solution that COUM.save thclr lives.

But they might not have ths chance to gfve some.
thing else — their pcrmlsslon.

Methodist is one of 40 trauma centers natlonwkk
@rtld@lnlltn a study of the btood solutkm. It ako
wI1l serve as a test of new rcgulatbns atlowlngpcopk
to be research subjects wtthout the!r pcrmlsslon.
“The ethical Catch-22 fadng federal regulators and..

others k thkx
How do you perform necessary tests of possibly

llfcsavlng breakthroughs In emergenq mcdldne
when many of the patknts arc so severely Injured
that they need tmmqtiate care before consent can be
@talncd’?
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The answer. approved In No-
vember by the U.S. Food and Drug
Admlnlstratlon along with the Na-
ional lnstKutes af Heatth, ts to

make the public aware that such
“exception to informed consent-
tcstfng 1stakbsg ptaee and to SOllc-
it comment.

That% exactly what Methodist
““ ISdoing. with a series of rrseetlngs

ihal start next week.
And K an approach that drew

praise from one medical ethicist.
f~ W seems iike they are showing

a lot of diligence. They’re being
right out front,” said Dr. Jeremy
Sugarman, co-director of Duke
University Medical Center% Pro-
gram in Medical Elhics.

‘Emergency research poses a
unique set of chattengca— on the
one hand we want results. on the
other hand we want to make sure
the rights of patients are respect-
ed.”
a
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Meetings”onstudy
Mathoda-wttspon-

Sor - rnfratlrlgsonss*W%Lctmgd a
bioodaofUtiorS.SoSnap3cQts
Couktbshciuda dtnttvsstudy
WiUSouttharrconsam.lha
--~.

9mJasday.6p.rmMathodM
Madk4Pfazat2sst,~E
-on =

9 Wdnasday, 6 p.II!.WAh-
odist MadicatPiazacarrnai.141
~-.

4mursday.5p.m Mathod-
lStMadicat PtazaGmanwod
B630s.wridimst.

●Ana9,433p.nLMsthod-
tstMar%caiPts2aEagiaHigh
tand!%6650Pad@staPtaca

T&btood mtuttonlisvolved ta. .
Cdkd dfSSpltin CfOSS-tinkfXltse-
_n (m). It IS being de-
veloped by Baxter Healthcare
Corp. of Dectftetd, ItI., under the
trade name HemAssia!

The purffted hemoglobin solu-
tion {s made from the part of red
blood cetls that earrks oxygen.
Giving [t to people who have lost a
lot of blood. it Is hqiect. wttt rake
their blood prcsaure and carry ox-
ygen to vital organs.

The saline solutton that nor-
mally ta given tn such cases rslses
bfood pressure but doesn’t trans-
port OXY@X blood transfusions
rcqulre blood typtng, something
the sotutton does not.

Only minor stale effects have
been found in pmvtous tests of the
btood solutlon. And one study
found that more than a third of
heart surgery patients avoided the
need for human bkxxf In the ftrst
futt day after surgery by taking
aeveml units of the solutlon.

in Its emergency application.
he goal is to lower the 40 percent
tnortaltty rate of severely lnJured
patients.

Maureen Mlslnskl, trauma coor-
dinator for Methodist and cead}-
nator for the study. explalned how
U would be conducted locally

Starting in July. psi :nts 18
-!.\

years and olde? who arc admitted
to the Methodist Emergency De-
partment with severe shock wiU
be deemed eligtble for the study.
No one who is pregnant or has a
severs brain injury wffl be kwtud-
ed.

Mtstnskl said normal emergen-
cy medical procedures will be fol-
lowed In the fkld and at the hospi-
tal. And the usual efforts wiU be
made to obtain consent.

But even If consent cannot be
obtabsed. some patients may be
Included in the study. They wiU be
assigned randomiy to receive et-
ther normal saline. as a control. or
the blood solution.

For the test to be valid. the
solution must be administered
within four houra of an Injury and
within one hour of arrival at the
emergeney room.

Patients or famfly nscmbcra will
be total of their parttctpatton as
soon as possible and can choose to
withdraw. People who know In
advance they donl want to partk-
Ipate should carry some ktentlftca-
tion Indicating that and let family

members know. ‘(11
Participating patients will ‘br

ksted for 28 days. Results will be
sent along to Baxter, which will
Include them in reports io (hc
FDA.

Each hospital. kscluding Mcth-
cdtst. wiU be seeking 20 partici-
pants for the study. That will takr
about 18 months, htisinski said.

Out of 22.000 trauma cases
Methodist handles annually.
about 1,000 are serious enough
for the patient to be admitied to
crttlcal care units, she said.

She said she and others at thr
hospttat recognize the concerns
the study might ra!se. which IS
why they are trying to get the
word out In advance.

‘“)t’s a good issue I Just donl
have an easy answer for it... shr
said. “For what itk worth. 1wouk!
lake this (the Mead soluuon) with.
out even thinking about it--

For more inlwmahonor to exoressYow
~t cat (800) 033-2457 or vmte
Mathodd iio~ial. Trauma Sennce.
B229. i-65 ai 21st St. PO BOX 1367.
huhanarmks.M . ~206. 1367
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%etUlc$eopfeknow thefilcis
andthecolLr@wtKhesaLtcd ““

mSAnAMtJNCOLN

Abuse in research

! nfbrmedamcent taan -Mtakd premqu!slte forntcdtcat
eapcrtmentatbn. WithoutU.thebatoftntenttonccount
for nothing.
Pwhapathe moatcgK@M e%ple of nonumaent waa

thefedcmJgcwqvncnl”?ayphiltatcatingpmgmmtn whtcha
numberof bck mm verc dellbcratclykft untmakd co that
rcaca@cra@@tatudy the_ofthedtacaac. The
~Q&M*MM-ti@tiel~.

1+ month. PreatdentCltntonoffereda bne auwtvorand
bike of the daeaaed ● bng OVCrdUCa@c@.

.Jtartlerthta year. Cllnttmatgncds prca!denttalorderdtr@-
tng that federat~encta poet new rcacarchNka protecting

the rlghta of teat aut@ta. Chccka
and aafquanta were mandatd to

MMIOtMhasttklt- Drcventabuae.
utrewonmepm-- Thatordercame in rcactlonto●

Cartimstoprotect 1995 report on human radlatton
expcrtmcnta by .@wcmment-funded

_ *’lJ$” actenttataInthe cartyycanofthc
klg art eX@tlWn- Cd: w~tiw ~mmm,on~d
?Ellb&odpRxiUct

recommendedthat apotoglcaand
caahcompmaatlongotothe fam-

ltcsof 19txvmfewhowerelnlectedwtthrdutonlumwtthout
hetr knd~e.

Suchcaacarouacpubl!clnd nation.Theyalaoratac
‘!! -Ncattonaabouthowwtttesprcathe w of unwt[tlngguinea

?@ mayk
lhat tawhy MethodtatHoapltattawtaetoaltayfeara

‘cgardtnga studyIttcwmductl on an cxpertmmtat blood
7woduct.Becauseof the nature o the cxpcrtmcnt. ItIs

pastblc aomc emergency mm patlcnta wUI be Included
Whout their conamt.

Methodtat ta one of 40 trauma centcm natJonwtde’parUct.
paung In the tcattngof a btoodproduct that could cave the
Itveaof aevcrcly Injured acctdentoraaaaukvicthna.Itb
anttclpatcd @at *C parttctpanta muld &In shockor
~econadoua and Idcnufteatlonof next of kln may be tmpoaak

%e product@ add to mlac blood pruaurc and facllNate

EF&XX%%%llzz&”F%XP2%
Umc conatfatnh however.

?he aolutton must be gtven wtthln four hours of lnJufyand
OIWhour of anlvat at the hacplW. Attcmpta wtU be made to
getmnacntIncvq caac.Butwhen that ta lmpoaaibteand
the pattcntLca @cat candtdate.the hospitalwttlact on Ita
own.

ktethodlathac publktrd ttaparttclpatlontnthe expcrt-
IIWfttInadvance, Whcdutedpubllc mectlnga to detatlwhat
dt be hwolved and camfutiy exptalncd potmttal problems
wtth mnaent. Gtven the ctrcumatincca under whkh teattng
must be done, the hospital has taken every ~nablc
pmcautkmto protectpatients and alert the public.

Mallcxpcrtmenta and research tnvolvtng human ●ubjccta
were aa conactenttoualypbnncd, there would be no baalafor
prtvate Ilttgatlon and no maon forgovcmmmt apologlcaor
k-funded compmaatton.
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- Methodist Emergency Medicine
and Trauma Center to study new
investigationalblood solution

/’YOUare inv ● ed to learn more about an important new
national clinical research study involving critically
injured trauma Patients.
. . . . . . . . . . . . . . . ●✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎✎●✎0 . . . ...0..... , ..,00,.,0.0,,.,.,,...,.,.,,,, ,.*.O, ,0*0,*.0*0 ● . . ...00..,,,., .,

The study has been approved by the U.S. Food& Drug Administration and the

Institutional Review Board of Methodist Hospital. Diaspirin Cross-Linked

Hemoglobin is a new investigational blood solution which will be given to ran-
——_

.———..

domly selected trauma patients with life threatening injuries who are in shock

from blood loss.

Meetings
Join members of our Emergency Medicine and Trauma Staff to learn more about

this study and its impact on trauma care. Learn what you need to know about

the new FDA regulations on Exception to Informed Consent (waived consent).

The new waived consent may be used if you and your family members are not

BB-IND #6859-013 Page 18
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METHODIST EMERGENCY, MEDICINE AND TRAUMA CENTER TO STUDY
INVESTIGATIONAL BLOOD SOLUTION IN”TRAUMA PATIENTS

Metidist Hospiblisoneof @Tmuma Cenmfiin *e Utiti Smtestopmicipatein the evaluationof an
“investigational blood solutionto be used in the treatment of eriticaI1yinjuredpatients 18 or olderwith severe
blbod loss andshock. PatientswilI teccive all standardtreatments, includingblood, fluids and surgery, in
additionto the investigationalbloodsolution.

.Thestudy,whichhas beenapprovedby the U.S.Food and Dsug AdminMrationand the Methodist institutional
ReviewBoard, invo!vesthe administrationof a txuified human hemodobin solution. Diasoirin Cross-Linked
J4emogIobin(DCLHb(tm)).BaxterHcalthcareC&poration is the stud; sponsor. Some tetI@v side effects~
of this solutionmayincludeharmlessyellowingof the skin, temporaryredcolor to urine, naus~ bcrease in -
bloodpressure,and back abdominaland musclepain.. - - I

Becausetraumapatientswhowouldqualifyfor this study are so severdy injured,they may not be able to give
theirconsent10participatein this study. llte U.S. Food and Dmg Administrationhas grantedan ‘Exception to
[nforrnedConsent” (waivedconsent)for this study. This means that a criticallyinjuredpatient may receive
tie investigationalbloodsolution if tie patient is in’shock and them is no one who cartgive consent for the
patient to be in this study. Patients or their families will be notified at the earliest opportunity of their
inclusionin this researchstudy. Patientsor their familiesmay declinefufiherpmicipation in this study.

I%eTraumaServiceis sponsoringcommunitymeetings at each of the MethodistMedicalPlazaslisted below:

MethodistMedicalPlazaEast (9660E. WashingtonSt.) ........................................June 3 at 6 PM
MethodistMedicalPlazaCamel (151PennsylvaniaPkwy.) ....................................June4 at 6 PM
Methodist Medical PlazaGreenwood (8820-8830S. MeridianSt.).............................June 5 at 5 PM
MethodistMedicalPlazaEagleHighlands (6850 ParkdalePlc ). ............................ June 9 at 4:30 PM

f you havecomments,questions,or wouIdlike to receivemore infomrtationabout this study,please call
-800-833-2457or writeus at:

MethodistHospital
TraumaServiceB 229

1-65at 21st Street. PO Box 1367
Indianapolis,Indiana46206-1367

I

BB-TND#6859-013 Page 19
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METHODIST EMERGENCY MEDI(XNE AND TRAUMA CENTER TO STUDY’
INVESTIGATIONAL BLO.OD SOLUTION IN.TRAUMA PATIENTS

Metidist HospiMis oneof40 Tmum Cen&int ieUti@S *tisto@ciptiin & evaluation of an
investigationalblood solutionto be used in the tmmnent of critically injuredpatients 18 or older with severe
blood loss andshock..Patients will receiveall standardtmtments, including blood, fluids and surgc!y, in
additionto the investigationalbhpd solution.

The study,whichhas beenapprovedby the U.S. Food amdDrug Administrationand theMethodist Institutional
ReviewBoard, invoIvestheadministrationof a ptiJed human hemoglobinsolution, Diaspirin Cross-Linked
Hemoglobin(DCLHb(tm)).BaxterHealthcareCorporationis the study sponsor. Some temporaty side effects
of this solutionmay includehanniessyellowingof the skin, temporarynxlcolor to urine, nau~ increasein
bloodpressure,and back abdominaiandmusclepain.

Becausetraumapatientswhowouldqualifyfor his studyare so severelyinjured,they may not be able to give
theirconsentto participatein thisstudy.The U.S.Food and Dmg Administrationhas grantedan ‘Exception to
InformedConsent” (waivedconsent)for this study. This means that a Critkdly injuredpatient may receive
the investigationalbloodsolutionif the patient is in shock and there is no one who can give consent for the
patient to be in this study. Patients or their families will be notified at the earliest oppcmurdty of their
inclusionin this researchstudy. Patientsor their familiesmay declinefurtherparticipationin this study.

if you havecomments,questions,or wouldlike 10receivemore informationabut this study,please call
1-800-833-2457or writeus ac

MethodistHospital
TraumaServiceB 229”

I-65 at 21st Street.PO Box 1367
Indianapolis,Indiana46206-1367

..

BB-IND #6859-013 Page 20
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TOWN MEETING AGENDA

I. Traumatic Injuty
A. Define trauma
B. Define severely injured patient
C. Why people die from trauma
D. Standard ER management of trauma patients

Il. Traumatic Hemorrhagic Shock
A. Define hemorrhagic shock
B. Impact of shock on vital organs
C. Current treatment of hemorrhagic shock

Ill. Diaspirin Cross-Linked Hemoglobin Solution
A. What is it?
B. How safe is it?
C. Can Jehovah Witness patients take it?
D. What are side effects?
E. Who will be eligible?
F. How many patients?
G. How long will the patients be entered into the study?

IV. Exception to Informed Consent
A. What is this and why was it necessary for this study?
B. What does the FDA require?
C. Review process for identifying trauma patients and contacting

their family.
D. Call toll free 800 number to comment.

Trauma Staff Presenting is dependent on schedules.
Maureen Misinski, RN, MS at all sessions
Michael Olinger, MD
Charles Miraglia, MD
George Rodman, Jr., MD

,:l,.! ,, :;,: . . ...: ,’ .’.’.,: .,, . .
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MClarian Health
Methodist “IU” Riley

May 22, 1997

DearDirectorand NurseManager,EmergencyDepartment,

The purposeof this letteris to informyou of a clinicalresearchstudy whichwillbe implementedat MethodistHospital
in Indianapolis.Methodistis one of 40 TraumaCentersin the United Statesand Canadato participatein the evaluation
of an investigationalbloodproductto be used in the treatmentof criticallyinjuredpatientswith severeblood loss and
shock.

The study, which has been approved by the U.S. Food and Drug Administration and the Methodist Institutional Review
Board, involves the administration of a purified human hemoglobin solution, Diaspirin Cross-Linked Hemoglobin
(DCLHb). Baxter Healthcare Corporation is the study sponsor. The DCLHb solution has been shown to increase
perfusion pressure and enhance oxygen delivery to the tissues and cells,

The study population will be trauma patients 18 years and older with persistent, severe, hemomhagic shock despite
aggressive therapies. This product has the greatest chance of improving survival and reducing complications when it is
given immediately after the beginning of shock and bleeding. To enroll trauma patients in this study, we must start the
DCLHb solution within four hours of the time of injury. DCLHb solution will be given in addition to all standard trauma
resuscitation fluids, blood, and surgical interventions.

Because trauma patients who would qualify for this study are so severely injured, they may not be able to give their
consent to participate in this study. The U.S. Food and Drug Administration has granted an “Exception to Informed
Consent” for this study. Tley have carefidly evaluated the animal and human trials and detenriined that the potential
benefits greatly outweigh the risks of participating in the trial. As a result,patientsmaybe enrolledin this study and
receiveDCLHbwhen informedconsentis not possible.Underthe new FDAregulationsforgrantingan “Exceptionto
InformedConsent”,wemustprovidepublicnoticeabout the studyto potentialpatients.

We will make every attempt to obtain consent from patients, their legal representatives, or family before DCLHb is
given. All patients, and their family members will be completely informed of their participation as soon as possible and
given the oppommity to decline further participation in the study. We are hoping to enroll 20 patients over the next 18
months.

Enclosed is a protocol synopsis for your review. If you or your staff have any questions or concerns about this research
study, please call 1-800-833-2457.

Thank you for your ongoing support of our Trauma program.

Sincerely,

&+&b&&

George Rodman, Jr. MD FACS
Director of Trauma Semite, Principal Investigator

(“1.lli,ln 11,.,>1111l’,Irln,, r. 1111
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Maureen Misinski, RN, MS
CS Trauma Program Coordinator, Study Coordinator
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June 2, 1997

Dear v

Clarian Health
ltie!!locjis(.lU.Ri\(;;/

The purpose of this letter is to inform you of a clinical research study which will be implemented at Methodist
Hospital in Indianapolis. Methodist is one of40 Trauma Centers in the United States to participate in the
evaluation of an investigational blood solution to be used in the treatment of critically injured patients with
severe blood loss and shock.

The study, which has been approved by the U.S. Food and Drug Administration and the Methodist Institutional
Review Board, involves the administration of a purified human hemoglobin solution, Diaspirin Cross-Linked
Hemoglobin (DCLHbTM).Baxter Healthcare Corporation is the study sponsor. The DCLHb~ solution has been
shown to increase blood pressure and enhance oxygen delivery to the tissues and cells.

The study population will be trauma patients 18 years and older with persistent severe, hemorrhagic shock
despite aggressive therapies. This product has the greatest chance of improving survival and reducing
complications when it is given immediately after the beginning of shock and bleeding. To enroll trauma
patients in this study, we must start the DCLHbm solution within four hours of the time of injury. DCLHb7M
solution will be given in addition to all standard trauma resuscitation fluids, blood, and surgical interventions.

Because trauma patients who would qualifi for this study are so severely injured, they may not be able to give
their consent to participate in this study. The U.S. Food and Drug Administration has granted an “Exception to__—%—
Informed Consent” for this study. They have carefidly evaluated extensive trials with the blood solution and
determined that the potential benefits greatly outweigh the risks of participating in the trial. As a result, patients
may be enrolled in this study and receive DCL.HblMwhen informed consent is not possible. We will make
every attempt to obtain consent from patients, their legal representatives, or family before DCLHb is given. All
patients, and their family members will be completely informed of their participation as soon as possible and
given the opportunity to decline further participation in the study. We are hoping to enroll 20 patients over the
next 18 months. The study will begin in July.

The Trauma Service of Methodist Hospital is sponsoring community meetings at each of our Medical Plazas
during the first two weeks in June. People in the community may call in their comments, concerns, or
questions using 1-800-833-2457. If you or your staff have any questions or concerns about this research study,
please call Maureen Misinski, RN,MSat317-929-205 1or pager 928-5449.

Thank you for your ongoing support of our Trauma program.

Sincerely,

George Rodman, Jr. MD FACS, Director of Trauma Service, Principal Investigator

___

% W&&d.&% >7 L&z&4{ “
Maureen Misinski, RN, MS, CS Trauma Program Coordinator, Study Coordinator
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M‘-- Clarian Health
Mett~o~~s!”lu.1% +,

June 2, 1997

Dear

The purpose of this letter is to informyou of a clinical research study which will be implemented
at Methodist Hospital in Indianapolis. Methodist is one of40 Trauma Centers in the United
States to participate in the evaluation of an investigational blood solution to be used in the
treatment of critically injured patients w’th severe blood Iossand shock.

The study, which has been approved by the U.S. Food and Dtug Administration and the
Methodist Institutional Review Board, involves the administration of a purified human
hemoglobin solutio~ Diaspirin Cross-Linked Hemoglobin (DCLHb7M). Baxter I-Ieahhcare
Corporation is the study sponsor. The DCLHb~ solution has been shown to increase blood
pressure and enhance oxygen delivery to the tissues and cells.

The study population will be trauma patients 18 years and older with persisten~ severe,
hemomhagic shock despite aggressive therapies. This product has the greatest chance of
improving survival a~d reducing complications when it is given immediately after the beginning
of shock and bleeding. To enroll trauma patients in this study, we must start the DCLHbTM
solution within four hours of the time of injury. DCLHblM solution will be given in addition to
all standard trauma resuscitation fluids, blood, and surgical intewentions.

Becat’se trauma patients who would quali$ for this study are so severely injured, they may not
be able to give their consent to participate in this study. The U.S. Food and Drug Administration
has granted ~ “Exception to Irfonned Consent” for this study. They have carefully evaluated
the animal and human trials and determined that the potential benefits Sreatly outweigh the risks
of paflicipating in the trial. As a resul~ patients may be enrolled in this study and receive
DCLHbTMwhen informed consent is not possible. The investigators will make every attempt to
obtain consent from patients, their legal representatives, or family before DCLHb~ is given. All
patients, and their family members will be completely informed of their participation as soon as
possible and given th; oppotiunity to decline further participation in the study. We are hoping to
enroll 20 patients over the next 18months.

Under the new FDA regulations for granting an “Exception to Informed Consent”, Methodist is
providing public notice about the study to potential patients. Our external communications plan
includes press releases, town meetings, meetings with officials, and letters to officials, payers,
and hospitals statewide.

i I,ifi. ifl 1!4., !11!1 I’, irltl, .r. , 1!1, I 14”
,, :-,.
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Enclosed is a protocol synopsis and the FDA regulations regarding Exception to Informed
Consent. if you or your staff have any questions or concerns about this research study, please
call Maureen Misinski, RN, MS at 317-929-2051 or pager 928-5449. We are availab[e to meet
with you and your staff to discuss this study.

Thank you for your ongoing support of our Trauma program.

Sincerely,

George Rodman, Jr. MD FACS, Director of Trauma Service, Principal Investigator

Maureen Misinski, RN, MS, CS Trauma Program Coordinator, Study Coordinator
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youngchildrenmightbe camkd out).~e Commission did not recognizetheright of a needy .
personto gainacces$to a researchprottil. In choosingamongsites for a clinical@vestigation,
for example, it is @al @“selectthose in whichthe skillsof investigatorsand availabilityof
subjectsappearto predictan a’lilityto carryout the investigationsuccessfully.Similarly,it is
reasonableto cgnsider~in decidingwhere& in whomto conductan investigation the abilityof
aubjectato consent(or’haveconsentgken fw them).Widelyaccqted ethicalpdncipks indicate
that ? @cisionto partici@tc&aot to participatein an investigationshould,ifat all possible,be
made by a wxxpetentsubjti who’should(as matedin the Mrcrnbcrg Code)be k of all force,
&au&b, or cocrcioa h exceptioribrn the requirenicntfor inf’ed consent shouldbe rare - ~
and narrow,confinedto casesw&re caiscnting tibjccts are not reasonablyavailable.In
Mitiom participationin the reaea@ must~old out the prospectof direct benefitto the subjects
and the investigationmust be one that is capableof providingUS# ackntifkhncdical
Mofmation.

If servingthe interestsof the subjectswereconsideredsufficientalone,that wouldimply that
potentialsubjectshavea right to participatein the trial, an inappropriateconsiderationfor an
investigationaluseand unrealiic, bcausc studiescannotin fact bc tied out at all potential
sites and in all patients.

Theagencythus agreeswith the commentthat it is necessaryfor thereto be valueto the “
subjectfromparticipatingin the research;bu$ giventhe generalprincipleof obtaininginformed
consentwherepossible,dow not think that suchpotentialbenefit is tilcicnt justificationto
includenonconsentingpatientswhen it is reasonablypossibleto conductthe clinical
investigationin subjectswhocan consent.

Therefore,ifscientificdy soundresearchcanbe practicablycamiedout usingonly consenting
subjects (directly, or .h rriost cases for the research contemplated in the rule, with legally
authorized representatives),then the agencythinks it shouldh carriedout withoutinvolving
nonconsentingsubjects.By practicable,the agencymeans,for example,(1) Thatrecruitmentof
consentingsubjectsdots not Mw A? scimwcandtie scienceis no less rigorousas a result of
restrictingit to consenting subjects;or (2) that the researchis not undulydelayedby restrictingit
to consentingsubjects.
6. Section50.24(a)(5)(i)-(a)(5xiii)-CornmunityConsultationand PublicDisclosure

The greatestnumberof commentswere,~eived on Sec. 50.24(a)(5)(i)through(a)(5)(iii),
whichhavebeenrenumberedSec.50.24(a)(7)(i)through(a)(7)(iii)in this finalde in order to
havea more logicalpresentationof information.‘1%assist readers,these sectionswill k refined
to as Sec.50.24(a)(7)(i)through(iii) i:l the discussionthat follows.while most comments
supportedthe requirementfm COmn?-Xdtyconsultationand publicdisclosure,manyrequested
clarification,ofkrod su~es’tions,or coricludcdthatMilling these requirementswouldk
impos?ibk. Otherqr@nts queshned whoseresponsibilityit wouldbe to disclose-the clinical
invdgator, sponsor,or IRR ?? .se mm~ arc discussed~ more ddl bCIOW.

60. A nymberof colnuwts uggesed dtematives to the requirementfor Sec.50.24(a)(7)(i)
for consultationwithrepiescniativepof thecomrnw”tiesfim whichthe subjectswill be drawn.
Theseincludedlirni~g this protisien to only those diseasesfor whicha patientadvocacy
organizationexists;relyingon th: existingIRB mechanismthat alreadyrequiresinclusionof an
individualnot otherwiseaffiliatedwith the institution requiringthat RB’s havea community
memberor an ad hoccommunityconsultantwho is intimatelyinvolvedwith the projected
researchpopulation;pmnitting an IRBto determinethat balancedcommunityconsultationis not ,
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fmible and documc@ngandreportingthis cknnination to the sponsorand to FDA increasing
publicparticipationin theIRB processby apeci&ingacceptablekinds of individual (e.g.,
clergy,localcommisshnera,police,#ararncdics)who shouldbe addedto the IRB (limitedto
W); hqyingthe IRE membershipincludeindividualstim the mnrnunity groupstim which
subjectswouldoomead ens@n~that the pref~ccs of thosememlkrs were followed;
e$ablishing a staudingcommunitj advisorybciardthatwouldreflectthe diversevaluesand
beliefsofihe corqntity. T?$sboardcouldacwe severalIRB’swithin the same community.

. A@o~y coinmcnt_ @atthe ~ must@ccinto accountthe diverscreligiousand
cbmrmmityMid @l attitudesaboutapatment of the dyingand of rcsearck

~ None of ~ suggestedahemativesto Sec.5024(a)(7)(i) wouldby themselvesprovidethe
protcdi~of broadwmmunity consuhationof this section.Whilean IRBmay appropriately
d~ide to supplementitsmdms.with consultantsho thecommunity,koaderoonsuhation
Withthe -unity is neededfm this type of mseamh.The agencyexpectsthe IRB to provide
an oppotity for he cwnmunityfim whichresearchsubjectsmay be drawnto understandthe
Prc@sed ckdd tivestigation,~d its risks and benefitsand to discussthe investigation.The
II@ shouldconsiderthis communitydiscussionin reviewingthe investigation Basedon this
communityconsultation the IRBmay decide,amongotherthings, that it is appropriateto
attemptto excludecedn groupsfim ~“cipation in the investigation or that wider
communityconsultationand @cussion is needed.As describedin the preambleto the proposed
rule (60 F.R49086,September21, 1995),IRB’sshouldamsider, for example,havinga public
meetingin the communityto discussthe protocol;establishinga separatepanel of membersof
the comn@ty tim whichthe subjectswill be draw, subjectswill be draw, enhancingthe
membershipof the IRB byaddingxncrnbcrswhoarc not MUiatcdwith the institutionand arc
representative of the community; or developingother rnddsms to CIMWCwmtitY

involvementmd input intothe IRB’sdecisiontnakingprocess.It is likeIythatmultiplemethods
may be needed“korderto providethe supplementalinformationthat the IRB will need fromthe
ccinrnunityto reviewthis mscarch.

61.bother commentnotedthat tribal approvaland notjust consultationshouldbe required
and suggestedthat for ~crkan Indian/AlaskaNative tibal governments,the regulationrequire
approvalby the tribal govcrrimcntfor all researchdonewithin itsjurisdiction.This comment
suggestedthat the regulationpermita recognizedgovcmmentof the politicalcommunityto
disapproveresearch.

This regulationdoesnot restrictor have an impacton any existing●uthorityof tribal
govcmrncntsto reviewand approveordisapprovemscarchthatwouldotherwisebe conductedon
persons residingin tritydjurisdictionalboundaries.Ifcxisting tribal authoritiesrequiretribal
governmentapprovalof suchresearchbeforeit _ then the tribal governmentscontinueto
have that,au*ori~. ~W the agenq thinks that ad~ptingthissuggestionis tmcceswy.

62. Commentsopposedto the cannmnitj consultationrqtiired in Sec.50.24(a)(7)(i)
suggestedthat the cunent requirementfor a communityrepresentativeon the IRB (56.107(a))
wasadquate; that this wouldbe burdensomefm noncommerciallysponsoredstudiex thatit was
an insurmountablegoaland that there is nb guamntccthat an IRB add reachall impacted
individuids.Otha”cornmcntssuggestedthat onlya centralagencysuch as FDAor the Public
HealthServiceshoulddecidebecausethe cJinhl investigatorwill bias the outreachmeetingsto
a disinterestedcommunitythat wouldbe unableto makeknowledgeable&cisions, and the
communitywill be biasedbecausethe rcscamhwouldbring fundingsupportto the community,
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and becauseit is difficultto definethe community,especiallyfor those institutionsthat receive
patientstim a largeregionor State.A numberof commentssuggestedtit cornmw@
consultationcouldleadto IRB liaVllityon the basisof hike to solicit adequatecommunity
participationin the decisionprocess.Othercommentsnotedthat disclosureto the community
does not substitutefm consentand that unlessone includedinformationabout the subject’sright
to rcfhseand howto exercisethat rQht, communityconsultationwouldbe inadequate.

As discussedpreviously,the agencydoesnot thinkthat the currentIRBmembership
reqken~ adequ8te1ysubstitutef’ the communityconsultationcalled fa k this rule.The “
agencythinksthat communityconsultationprovides● very importantprotectionfm research
aubje@ an~ therefore,everydbrt shouldbe madeby the IRBto involve,and consult~ the
communityhn whichresearchsubjectsmaybe dram

63. Othercommentsstatedthat withoutcleardefinitionof_ the vaguenessof the
requirementwouldlead to inadequatecmsultation and disclosure.Anothercommentnoted that
if minorityor lowerincomepopulationsweMunliiely to agreeto the researchand they
representeda largeproportionof the potentialresearchpopulation then the conductof the
researchwouldviolatethe principleofjustice becausethesepopulationswouldnot sharein its
benefitsor burdens.

Theagencythinksthat IRB’swill ensure,throughtheir reviewandoversightactivities,
adequateconsukationand disclosure.It is impossible,withoutconscription%to ensurethat each
subpopulationsharesboth the benefitsor burdensof all reseamh.Achievingthe principleof

. justice is a goalthat must be balancedby otherprinciples.In the case of a populationthat is—
unwillingto agreeto participationin a researchactivity,honoringthis population’sunwillingness
is, in effec~permittingthe communityto expressits views.

64.A numberof commentsrequestedclarificationof this requirement.Thesecommentsasked
howthe consultationshouldtake place(newspaper,institutionalnewsletter,advertisement local
radio stations,meeting);who in the communityneedsto be informedand whomaybe legitimate
representativesof the community;whatthe IRBdoeswith the communityresponse(e.ge can a ●

communityvetoresearch what if a smallor a largenumberopposethe research,what is the
sponsoror IRB’sresponsibilityto respondto questionsor requestedchangesin the research);
howis an IRBto assessthe effectivenessof the consuhation(e.g., if there is a poor turnoutat an
adequatelypublicized.meeting,is the IRB obligedto do more)?Anothercommentrequested
clarificationof whatthe publicrepresentativesandrepresentativesof the populationat risk
wouldbe askedto do. One commenturgedthe agencyto rehin fim providingprecise
definitionsfw the variousterms in SCC.S024(a)(7)(i)through(a)(7)(iii) in orderto permit E/B’s
adquate flexibilityin makingjudgments.

Communityconsultation is liiely to be multifacetedand to use a numberof the mechanisms
suggestedby the comments.* descdbcdearlier,the IRBneedsto provide an opportunityfor
broadcornmuni~ discussion.It fmexarnp!e there is poor turn-outat a meetingto discussthe
rcsc.ar~ an IRBmay considertargetingspecificcommunityrepresentativesfor inclusionin an
additionalmeeting,or it may decidethat the researchwas not foundby the communityto be
objectionable.TheIRB is responsiblefm listeningand consideringthe COmrnunitY’ssupporG
concerns,etc.,and then ultimatelydecidingwhetherthe investigationshouldbe modified,
approved,or disapproved.The canrmmity is expectedto provide input to the IRB on its support
for or concernsaboutthe researchactivity.

—-_
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65.A numberof comment!!rquestcd clarificationon who is responsiblefor the community
.- consuhationand disclo~ re@rerncnts containedin Sec.50.24(a)(7)(i)through(a)(7)(iii).

Most commentssu~ested that the,IRB shouldbe responsiblefor reviewingand apjxovingthe
contentand methodof ~nsultationand discl~, the sponsorshouldbc responsiblefor
developingthe plan for consultationwith the oommunityand for disclosureandprovidethis
informationto the E@ to reviewfbr adequacy.

Althougha sponsormayprovideto an IRE model informationfor usc in consuhationwith the
&niummityand for’disclosure,just as it Wy nowprovidea modelconsentformfor ●clinical
investigation it is the responsibdityof the ~ to T tie @qtW of he ~mm@V
co”titation &d disclosyrcrequirementscontainedin Sec.50X(a)(7)(i) and (a)(7~~i).

66. .Aothcr comment reanmended that the sponsor md CMCSJ invtitmor ~o~d PSYfo!
the cats associatedwith thedisclosurerequhements.

‘Theagencydoesnot di-the entityresponsiblefm the rests dated to mseamh.However,
the agencyanticipatesthat the sponsorwouldnormallyincur the coatsassociatedwithdisclo-
to and consultationwith the oornrnunity.

67. Several~mments oq Sec.SO.24(a)(7)(ii)suggestedthatfm multicentertrials,disclosure
be required oncefor eachmetropolitan area and that the disclosurebe tie by the sponsoror a
designatedinstitutionin a noticethat wo~d list all institutions,investigators,andIRB contacts.

Theagencywouldnot objectto tich centralizeddisclosureifall of the responsibleIRB’s
agreedthat this is appropriateandacceptable.

68. bother commentsuggestedthat insteadof requiringdisclosureprior to the
“ commencementof the study,disclosureoccurat periodictime interwds(e.g.,every2 years)and

includea publicnoticeof generalissues,specificprojec~ results of the research andpermit
publicinput.

It is the responsibilityof the IRBto ~~idw howto *- tie f!OWof info~tion tOthe
community.In additionto requiringdisclosureto the communityprior to the initiationof the
clinicalinvestigation,the IRBmaydeterminethat it is appropriateto requirefbrtherdisclosureat
periodicintemls of time.

69.Anothercommentrequestedthat the regulationspecihlly ban “general disinformation
campaigns”by sponsorsperformingthe research.

Theagencythhks that sucha ban is unnecessaryand that IRB involvementin the disclosure
processhelpsto eliminatethe possibilitythatbiased or misleadinginformationwill be
disseminated.The informationdisseminatedwill be reviewedby the IRBto ensureits adequacy
and balance.

70.A numberof commentswereopposedto the requirementsfor disclosurecontainedin Sec.
SO.24(a)(7)(ii).The cgnmcnts suggestedthat they would take an exhaustiveamountof time;
couldpreventvaluableresearchWati the investigatorand institutioncouldbe targetsof a
poorlyinformedcornrnun& the investigatormaynotbethebestindividualto discussthe study;
theYcouldcausepersonsto not seekcare;they wouldbc burdensomefor noncommercially
Sponsodstudies; for partieswithan htefest in the research ●requirementfor disclosurecould
leadto eithera dishonestor incompletedisclo= of information the regulationrequires
disclosureof less Wonnation thanthatwhichwould bc given to ●researchsubj~ that it is
essentialto includeinformationaboutfinancialand economicincatives for the research and
that it is essentialto pcnnit publicparticipationin the disclosuresessions.

_———_
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As d@cussedpreviously,it is the IRB’sresponsibdityto &tennhte the informationto be
disclosed.As describedin the preambleto the proposedrule, the IRB shouldconsiderhowbest
to publiclydisclose,prior to the commencementof the clinicalinvestigatio~ stilcient
informationto describethe investigation’s.risks and benefits,e.g., relevantWormation fromthe
investigator’sbrochure,the informedconsentdocumen~andinvestigationalprotocol.Initial
disclosureof infonbationwill occurdtig the communityconsultationprocess.Dwlosure of
this informationto the comrminitywill Worm individualswithinthe communityaboutthe
clinicalinvestigationandpermitthem to mise concernsand objections.

71. Another‘immment.suggested*t the releaseof ~fibti M-on ~~ by ~s
sectioncouldsave as a disincentivefm sponsorsto mdu~ tie ~h ~d tit it wo~d CWSte
a precedentthat cbuldaffectcompaniesnot otherwiseaffkted by the regulation.

T& qjency di~s tih MS m-ent. WC fi ~ - tit m~ ~o-tion ~l@ to
clinicalinvestigationsis normally!reatedas confidentialby sponsors,the agencybelievesthat
whena sponsorchoosesto invoke?heexceptiontim hiftmn~ cmsent containedin this rule
that it is esscnti~ @st~nable disclosureoccurto the community.The agencybelievesthat
“thebenefitto a *nsor of invokingthe rule will outweighconcernsthat a sponsorwill have
aboutdisclosinginformationabout the investigation.Becausethis disclosureis made onlywhen
the exceptionfrominformedconsentis invoked,it will not createanyprecedentfor companies
not invokingthe exception.

Theagencynotesthat sponsorsmleqs: researchinformationto investigatorsand IRB’s(for
example,throughthe protocoland inve~gators brochure)and to potentialsubjectsin the
researchthroughthe informedconsentprocessand informedconsentfore, this rule statesthat
the sameinformationshouldbe releasedto the communityso it can be informedas it considers
the research.

FDAbeliwes that AmericanIndianand AlaskaNativeTribalgovernmentsand communities
cunently m“quirebothpresentationof the res~ch protocoland reportingresults to the
communitybeforetheypermit anyre~ch to occuron their reservation.RecentPhase2 and
Phase3 trials of severalvaccines(e.g.,HaemophilusB, Hepatitis& and rotavirusvaccines)have
beendoneonresewationsunderthose ru!esby tie p-~~ cornp~es WnsO*g *C

research.Underthis rule,no companyis rquired to releaseadditionalinformationto a
communityif it doesnot want to have a waiverof consent for its emergencyresearch.

72. One of these commentsstatedthat informationis a propertyright and to requirethat it be
sumenderedwithoutcompensationmay violatethe FifihAmendmentof the Constitution.

ne agencydisagreeswith this comment.TheFMh&iendment requiresthat no private
propertybe taken,fora publicpurposewithoutjust mnpensstion. (U.S.Constitution
hxndment V.) Onef~r used tb determinewhetherthere has beena taking is whetherthe
action interfereswith the reasonableinvestmentbackedexpiations of the ownerof the alleged
propertyright. (Kaiw”Aetnav. United States,444U.S. 164,175 (1979).)Wherea voluntary
subinhterof infibnnationis awareof the conditionsunderwhichthe informationmust be
disclose~ the submittergainsan econodc advantagerelatedto the submission(suchas
registration),and the disclosureis rationallyrelatedto a legitimategovernmentintere% there is
no taking.(Ruckelshausv. MonsantoCo.,467 U.S.986, J007-8(1984).)Underthis rule, the
disclosureis direetlyrelatedto protectingthe individualmembersof a communitythat may be
involvedin the clinicalinvestigationwithoutinformedconsentby providingthe communitywith
advancenoticeof the natureof the investigationand the possibilitythat they maybe involvedin
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the clinicalinvestigationwithouttheir info!medconsent.Furthcnno% the regulationprovidesa
.- mechanismunderwhichthe sponsormayperformthe clinicalinvestigationsand setsthe

conditionsunderwhichthe disclosurewill occur.Therefore,the regulationames as advance
noticethat preventsa sponsor$om havinganyreasonableinvestment-backedexpatiation
concerningthe informationant thus, there is no unwnstitutional taking.

73.A numberof commentsraisedquestionsabout Sec.50X(a)(~li) including what criteria
wouldbe usedto determine~ disclosure was adequatq when is the disclosed information to be
provided to FDA, what is meant by “dlcicnt” and %@evant”;whetherit is auflicientprior to
the studyto simplypost a noticeon the bulletin~ *O M-es ~e ~eq~ of *e “
disclo-, whetherthis placesan obligationto “disclose”or to “dissmmate winfoxrnationto the
cornmuni~, whatthis disclosureis supposedto accomplish.Clarificationwas requestedas to the

. Xtwthodand scopeof disclosure.
It is theresponsibilityof the IRE to determinethe “sufficiency”of the infbrrnationto be

disclosed.The agencyadvisesthat this informationcouldinclude,but may not necessarilybe
limitedto, the Mormation that is foundin the informedconsentdocwnen~the investigator’s
brochure,and the researchprotocol.The obligationto discloseinformationincludesan obligation
to disseminateinformationto the community.‘I”hepurposesof disclosurearc to provide
communityconfidencein the role of the IRB and in its decisionmakingcapability,to permit the
communityto expressits concernsandpossibleobjectionsto the - and to informthe
communityso that it is awarethat the researchis to be conductedinvolvingindividualsi%omthe
community.

74. bother comment suggestedthat FDAandDHHSshouldprovideIRB’swith copiesof
disclosurefoxms.

The agencydisagrees.It is the IRB’sresponsibilityto detexminethe methodfor disclosureand
informationto be disclosed.A “form” wouldstifle IRB creativityand flexibility.

75. Commentson Sec. SO.24(a)(7)(iii)suggestedthat the regulationspecificallyincludethe
requirementthat the underlyingdatabe disclosedfollowingthe end of the study;another
suggestedthat productapprovaldecisionsshouldbe basedon compliancewith this rquirernent
as wellas the timelinessof disclosure.

The agencydoesnot think that thesecommentsrequirea changein the regulation.The agency
thinksthat it is necessaryto providecomprehensivesummarydata born the completedtrial to the
researchcommunityin orderto permitotherresearchersto assessthe resultsof the clinical
investigation.The agencythinks that there mustbe a scientificneed to conductclinical
investigationsinvolvingsubjectswhoare unableto consenc if previousinvestigationshave
alreadyprovidedthe scientificanswer,this shouldbesharedbroadlywith the research
cmrmmity. Sti~cient informationmaybe containedin a scientificpublicationof the results of
the completedinvestigatiorxin other instances,it may need to be supplementedby additional
infofrnatioml’he agencyhas retied Sec.50.24(a)(7Xii0to clarifi that the informationto be
disclosedis to includethe demographicchmctmsb“ ●CS(age,gender,and race) of the research
population.

In responseto the suggestionthat productapprovaldecisionsshouldbe basedon compliance
with this requirement,the agencynotesthat it has a varietyof complianceprocdures that it may
use to enforcethis disclosurerequirement.

76. Commentsopposedto this disclosurerequirementsuggestedthat it wouldjeopardizethe
ability to publishthe results of the researchin peer reviewjournals; itwouldfosterunscientific

.——=
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..-= conclusionswithoutpeerreview,an investigatorcannotcontrolthe peer reviewprocessto ensure
publication;it couldnegathdy influencefitturetrial recruitmentand forcea sponsorto disclose
proprietaryWormatiomSewrd commentssuggestedthat in mukicenterstudies,one institution
may get a negativeresuk whileanothermay get a positiveread%thus, disclosurecouldbe
misbding. Commentssuggestedthat updatingthe disclosurecouldbe burdensomeandthat the
di@OStXtitselfcoqldbe considereddi~ ‘onof off-labeluse informationand advertising.
Anothergxmtnentquesdbnedthe.r@ for such disclo~ becausethe communitywouldhave
no opportimitytomodifi the rescdq anothercommentedthat the disclosurewouldbe so
delayedand the communityto tich the disclosurewouldoccurhas such~~cicnt knowledge
to undqstand the disclosure that the disclosurewouldbe meaningless.

=-me cogiiwn~ rquestd that the agency&@e whatand howdisclosureis to be
accomplished;what is %@cient” and whatwouldconstitutethe “scientific Community.”One
commentquestionedwhetherthe informationthat wouldbe disclosedto the communityand
researcherswoulddiffbr.

‘fhecanments opposedto this disclosurerequirementillust@e a needfor the agencyto ctifi
what is intendedby this sectiomFor a.tnulti~nter investigation the agencyanticipatesthat the
sponsoriidor leadinvestigatorswill be responsiblefor analyzingthe results of the overall
investigation bcluding the demographiccharacteristicsof the ~~h population and that these
resultswill bc published(or repowd in the lay press)withina reasonableperiod of time
followingcompletionof the inved’gation.Publicationin a scientificjournal or reportsof the
resultsby laypress,that wouldbe supplementeduponrequestby comprehensivesummaryda@
will ●nable the researchCQmmunity,e.g., researchersnot tmnected to the clinical investigation,
to learnof the research’sresults.Followingpublicatio~ the IRBwill be responsiblefor
determiningg appropriatemechanismsfor providingthis infoxmatiompossiblysupplemented by a
lay description, to the community fhm ivhich research subjects were draw. The usual roles of
marketingandpromotionapplyto the disclosureof this infbnnation.The agencynotesthat it is
commonfor the resultsof researchto be reportedin the lay pressand publishedin peer reviewed
journals.

77. Onecommentnotedthat the commentin the preamblethat there would be a need for fewer
subjectsif disclosuretookplacedid not recognizethe possibleneed for replicationof the
research-a soundscientificprinciple.

In the preambleto the proposedrule, the agencystated that: “~]y broadlysharingthe results
of the researchwith the scientificcornnwnity,there tiy be less needto replicatethe research;
therefore,fewersubjectsmay be neededto obtainthe samelevelof scientificknowledgeand to
advanceemergencymedicine.”me agencyrecognizesthat there is hquently a needto replicate
researchin orderto verifyits findings.The agencythinks,however,that broadlysharingboth
positiveandnegativeresultsof researchwith the scientilc communitymay reduceor eliminate
unnqessary duplicationof rcseamhthat has beenconductedand verifiedby others.
7. Section50.24(a)(5)(iv)-DataMonitdng Committees

A numberof commentson proposedSec.50.24(a)(5)(iv),whichhas beenrenumberedSec.
SO.24(a)(7)(iv)in this finalrule, suppmtedthe requirementfor the establishmentof an
independentdatamonitoringcommittee.Thesecommentsalsorequestedclarificationof the
requirementand offeredvarioussuggestions.A discussionof thesecommentsand the agency’s
responsefollows._—_
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3. Section50.24 is addedto subpartB to read as follows:

Sec. 50.24 Exceptionfiwmidormed consentrequirementsfor emergeneyreseareh.

_—_

(a) The IRBresponsiblefor the review,approval,and continuingreviewof the clinical
investigationdeseribedin this @on may approvethat investigationwithoutrequiringthat
informedconsentof all reward subjectsbe obtainedif the IRB (withthe concurrenceof a
li&nsed physicianwho is a memberof or consultantto the IRBand whois not otherwise “
participatingin the clinicalixivestigation)finds and documentseachof the following:

(1) ‘Thehumansubjectstirein a life-threateningsituatioxqavailabletreatmentsare unprovenor
Unsatisf-ry, and the collectionof valid scientificevidence,whichmay includeevidenec
obtainedthroughrandomizedplacebo-controlledinvestigations,is necessaryto determinethe
safetyand effectivenessof particularinterventions.

(2) Obtaininginformedconsentis not fmible beeause:
(i) The subjectswill not be able to givetheir informedconsentas a result of their medical

condition;
(ii) The interventionunderinvestigationmust be administeredbeforeconsentfrom the

subjects’legallyauthorizedrepresentativesis fmible; and
(iii) There is no reasonablewayto identifi prospectivelythe individualslikelyto become

eligible for ptmicipationin the clinicalinvestigation.
(3) Participationin the researchholds out the prospeet of direet benefit to the subjects beeause:
(i) Subjects are facing a life-threatening situation that necessitates interventio~
(ii) Appropriate animal and other preclinicalstudieshve * wndu~~ ~d he ~o~tion

derivedfkomthose studiesandrelatedevidencesupportthe potentialfor the intention to
providea directbenefitto the individualsubjeets;and

(iii) Risksassociatedwith the investigationare reasonablein relationto what is knownabout
the mediealconditionof the potentialclass of subjects,the risks and benefitsof standardtherapy,
if any, and what is knownaboutthe risks and benefitsof the proposedintention or activity.

(4) The clinicalinvestigationcouldnot practicablybe carriedout withoutthe waiver.
(5) Theproposedinvestigationalplan definesthe lengthof the potentialtherapeuticwindow

basedon scientificevidence,andthe investigatorhas committedto attemptingto contacta
legallyauthorizedrepresentativefor eaeh subjectwithin that windowof time an~ if fmible, to
askingthe legallyauthorizedrepresentativecontactedfor consentwithinthat windowrather than
proeeding withoutconsent.The investigatorwill summmizeeffortsmadeto contact legally
authorizedrepresentativesandmakethis informationavailableto the IRBat the time of
continuingreview.

(6) The IRB has reviewedandapprovedinformedconsentproceduresand an informedconsent
documentconsistentwith Sec.50.25.Theseprocaiures and the informedconsentdocumentare
to be usedwith subjectsor their legallyauthorizedrepresentativesin situationswhereuse of such
proceduresand documentsis feasible.The IR.Bhas reviewedand approvedproceduresand
informationto be usedwhenprovidingan opportunityfor a fkmilymemberto objeetto a
subjeet’sparticipationin the clinicalinvestigationconsistentwithparagraph(a)(7)(v)of this
section.
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.- (7) Additionalprotectionsof the rightsand welfhreof the subjectswill be provided,including,
at least:

(i) Consultation(including,whereappropriate,consultationcanied out by the IRB)with
representativesof the communitiesin whichthe clinicalinvestigationwill be conductedand fkom
whichthe subjectswill be draw,

(ii) Publicdisclosureto the communitiesin whichthe clinicalinvestigationwill be conducted
and.fromwhichthe subjectswill be draw priorto initiationof the clinical investigatio~ of
plans for the investigationand its risks and expectd benefits;

(iii) ‘Publicdisclosureof suflicitit informationfollowingcompletionof the clinical
investigationto apprisethe communityand researchersof the study, includingthe demographic
characteristicsof the researchPopulation and its resadw,

(iv) Establishmentof an independentdatamonitoringcommitteeto exerciseoversightof the
clinicalinvestigation and

(v) If obtaininginformedconsentis not faible and a legallyauthorimd representativeis not
reasonablyavailable,the investigatorhas committal if fmible, to attemptingto contactwithin
the therapeuticwindowthe subject’sftily memberwhois not a legallyauthorized
representative,andaskingwhetherhe or sheobjectsto the subject’sparticipationin the clinical
investigation.The investigatorwill summrize effortsmadeto contact folly membersand make
this informationavailableto the IRE at the time of continuingreview.

(b) TheIRBis responsiblefor ensuringthat proceduresare in place to inform,at the earliest
feasibleoppoti”ty, each subjec~or if the subjectremainsincapacitate~ a legallyauthotid
representativ~of the subjem or if such a representativeis not reasonablyavailable,a ftily

_——_ member,of the subject’sinclusionin the clinicalinvestigation,the details of the investigationand
otherMormation containedin the informedconsentdocument The IRB shall also ensurethat
there is a procedureto ~oxm the subjem or if the subjectremainsincapaeitate~ a legally
authorizedrepresentativeof the subject,or if sucha representativeis not reasonablyavailable,a
ftily member,that he or she may discontinuethe subject’sparticipationat any time without
penaltyor loss of beizefitsto which the subjeetis otherwiseentitled.If a legallyauthorized
representativeor ftily memberis told aboutthe clinicalinvestigationand the subject’s
conditionimproves,the subjectis also to be idormed as soonas f-ible. If a subjectis entered
into a clinicalinvestigation%th waivedconsentand the subjectdies before a legallyauthorized
representativeor folly membercan be contactecLinformationabout the clinical investigationis
to& providedto the subject’slegallyauthorizedrepresentativeor fhmilymember, infeasible.

(C) The ~ determma“ tions requiredby paragraph(a) of this sectionand the documentation
‘requiredby paragraph(e) of this sectionare to be retainedby the IRB for at least 3 yearsafter
completionof the clinicalinvestigatio~ and the recordsshall be accessiblefor impectionand
copyingby FDAin accordancewith Sec. 56.115(b)of this chapter.

(d) Protocolsinvoking an exceptionto the informedconsentrequirementunder thissection
must be ~ormed undera separateinva”gational newdrug application(IND)or investigational
deviceexemption(IDE)that clearly identifiessuchprotocolsas protocolsthat may include
subjectswhoare unableto cansent. ‘Ibe submissionof thoseprotocolsin a separatelND/IDEis
requiredevenif an INDfor the same dmg productor an IDE for the same devicealreadyexists.
Applicationsfor investigationsunderthis sectionmay not be submittedas amendmentsunder
0.-. -** -A -- es- 9E-c&L:..L.-*-
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(e) If an IRB determinesthat it cannotapprovea clinicalinvestigationbecausethe
investigationdoesnot meet the criteriain the exceptionprovidedunderparagraph(a) of this
sectionor beeauseof otherrelevantetieal cxmcems,the IRB must documentits findingsand
providethese findingspromptlyin writingto the clinicalinvestigatorand to the sponsorof the
clinicalinvestigation.The sponsorof the clinicalinvestigationmust promptlydisclosethis
informationto FDAandto the sponsor%clinicalinvestigatorswho are participatingor are asked
to participatein this or a substantiallyequivalentclinicalinvestigationof the sponsor,and to
other IRB’sthat have bee%or are, askedto reviewthis or a substantiallyquivalent investigation
by that sponsor.

PART56-INSTITUTIONALREVIEWBOARDS

4. The authoritycitationfor 21 CFRpart 56 continuesto read as follows:

Authority: Sees.201,406,408,409,501, 502,503,505,506,507, 510,513-516,518-520,
701,721,801 of the Federal FOOLDrug,and CosmeticAct (21 U.S.C.321,346, 346%348,351,
352,353,355,356,357, 360,360c-360f,360h-360j,371, 379e,381~ sees.215,301,351,
354-360Fof the PublicHealthSewiceAct (42 U.S.C216,241,262, 263b-263n).

5. Section56.109 is amendedby revisingparagraph(c), by redesignatingparagraphs(d) and
(e) as paragraphs(e) and(f), by addingtwo new sentencesto the end of newlyredesignated
paragraph(e), and by addingnewparagraphs(d) and (g) to read as follows:

Sec.56.109 IRB review of researeh.

*****

(c) An IRB shallrequiredocumentationof informedconsentin accordancewith Sec. 50.27of
this chapter,exeeptas follows:

(1) The IRBmay, for someor all subjects,waivethe requirementthat the subjeez or the
subject’slegallyauthorizedrepresentativ~sign a writtenconsentform if it findsthat the researeh
presentsno morethan minimalrisk of harmto subjectsand involvesno proceduresfor which
writteneonsentis noxmallyrequiredoutsidethe researchcontew, or

(2) TheIRBmay, for someor all subjects,find that the requirementsin Sec.5024 of this
chapterfor an exceptiontim informedconsentfor emergencyresearchare met.

(d) In caseswherethe documentationrequirementis waivedunderparagraph(c)(l) of this
seetiomthe IRB may requirethe investigatorto providesubjeetswith a writtenstatement
regardingthe research.

(e)* * ● For investigationsinvolvingan exceptionto informedconsentunderSec.50.24of
this chapter,an IRB shallpromptlynotify in writingthe investigatorand the sponsorof the
researehwhenan IRB determinesthat it cannotapprovethe researchbecauseit doesnot meet the
criteriain the exceptionprovidedunderSec. 50.24(a)of this chapteror beeauseof otherrelevant
ethiealconcerns.Thewrittennotificationshall includea statementof the reasonsfor the IRB’s
determination.
● ****
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June 2, 1997

“-- Clarian Health
M Klethodist”l U” Rl~y

MelvinCarraway
Superintendent
IndianaStatePolice
100NosthSenateBlvd.
Indianapolis,Indiana46204

Dear Mel,

Thepurposeof thisletteristo informyouof a clinical research study which will be implemented at
Methodist Hospital in Indianapolis. Methodist is one of 40 Trauma Centers in the United States to
participate in the evaluation of an investigational blood solution to be used in the treatment of
critically injured patients with severe blood loss and shock.

The study, whichhasbeen approved by the U.S. Food and Drug Administration and the Methodist
Institutional Review Boar& involves the administration of a purified human hemoglobin solutio%
Diaspirin Cross-Linked Hemoglobin (DCLHb~. Baxter Healtheare Corporation is the study
sponsor. The DCLHb~ solution has been shownto increase blood pressure and enhance oxygen
delivery to the tissues and cells.

_—=__ The study population will be trauma patients 18 years and older with persistent severe,
hemorrhagic shock despite aggressive therapies. This prcduct has the grmtest chance of improving
suMvaI and reducing complications when it is given immediately afterthebeginning of shock and
bleeding. To enroll trauma patients in this study, we must start the DCLHb~ solution within four
hours of the time of inju~. DCLHb~ solution will be given in addition to all standard trauma
resuscitation fluids, blood, and surgical interventions.

Because trauma patients who would qualifi for this study are so severely injured, they may not be
able to give their consent to participate in this study. The U.S. Food and Drug Administration has
granted an “Exception to InfoxmedConsent” for this study. They have carefidly evaluated
extensive trials with the blood solution,and determined thatthepotential benefits greatly outweigh
the risks of participating in the trial. As a result, patients may be enrolled in this study and receive
DCLHb~ when informed consent is not possible. We will make every attempt to obtain consent
from patients, their legal representatives, or fhmily before DCLHb is given. All patients, and their
ftily members will be completely informed of their participation as soon as possible and given
the opportunity to deeline fbrther participation in the study. We are hoping to enroll 20 patients
over the next 18 mont@ The study will begin in July.

The Trauma Service of Methodist Hospital is sponsoring community meetings at each of our
Medical Plazas during the first two weeks in June. People in thecommunitymaycall in their
comments, mneerns, or questions using 1-800-833-2457.

,,: !, l!: !!III I’,l!l,l. t., Ill.. : ,.; ,!; .,1 ... .,,
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M— Clarian Health
Me;ho~ist*lU”R 5./’

If youor yourstaffhavcanyquestionsor concernsaboutthisresearchstudy, pleasecall Maureen
Misinski, RN,MSat317-929-205 1 or pager 928-5449.

Thankyouforyourongoing support of our Traumaprogram.

-- “
George Rodmaz’~ MD FACS, Director of Trauma Service, Principal Investigator

~~ ~&.
MaureenMisinski,RN, MS, CS TraumaProgram Coordinator, Study Coordinator

,. 1-1. ;,., !:.,, :. l,,,......, . ,,, .!. . ~!,..,,.:: ~l!.!.! -., .!,..,
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—_ Summary of Questions Asked for Local Radio Broadcast

. .

Radio Station WIBC

June 4, 1997

WIBC asked:

1. What is DCLHbTM?
2. How is it made?
3. How safe is it?
4. How will patients be informed of the study?
5. Who has the liability if an enrolled patient has an adverse outcome?
6. What is the benefit of this solution over what is presently being done for trauma

patients?

This interview was broadcast the next morning. Multiple Methodist staff members
commented on the interview during the day. They thought it went very well and gave
the public the facts about the study. The interview was also broadcast the week of
June 10, 1997.
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For Immediate Release Contact: Lisa Wolfington
Senior Media Speclallst
Washington Hospital Center
202-877-7072

New Blood Product May Save More Lives

Washington, DC. January 31, 1997- A new blood substitute product that IS

expected to revolutionize traditional trauma care and save more lives will be uqed

for trauma patients at the Washington Hospital center beginning in February
-- 1997. The blood product is called Dkspirin Cross-Linked Hemoglobin (DCLHbj and

has been in development for decades. The Hospitai Center is the first hospital in

the Washington, DC metropolitan area authorized by the FDA to use the product

for a one-year ciinicei triai. It is one of the first hospitais

given permission to use the product without the consent

iife-threatening trauma injuries.

in the country to be

of patients who have

The blood substitute, which is made from human biood, is sterilized and

pasteurized iike milk and can be frozen for a one-year period. Even when thawed,

it lasts 21 days which is seven days ionger than traditional fresh blood taken from

donors. Most importantly, it does not require a cross match and can be used on

anyone. The product is prepared from units of human red biood ceiis from

volunteer donors who have been

that cause hepatitis and AIDS.

tested and found to be negative for the viruses

-1-
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This breakthrough Is the greatest thing to happen to patients since blood

transfusions began,’ says Duncan I-iarvlef, M. D., trauma surgeon at the

Washington Hospital Center and the local investigation site of the clinical trial.

“This blood product will eliminate many of the risks of allergic reactions. It Is a

product that will be found in the pharmacy. It will be the first ever universally

available safe blood product.”

Beginning February 1, 1997, the Washington Hospital Center will start using the

blood substitute on severely injured trauma patients who have only a 60 percent

chance of survival, “It w-ill be given without consent only to patients suffering

from extreme injuries,” says Dr. t-tarviel. WVe hope this product wIII give pa~ients

a greater chance of survival and that is why this clinlcal trial is being conducted

__—_ here. We are thrilled with the honor to be one of the first hospkals In the country

to have the opportunity to use this product.”

Patients ellgible for t~ls stucfy ate suffering from a catastrophic traumatic event

and are often not able to give consent due to their medical condition. Contacting

a family member Is often not possible because of

the need to act immediately to save the patient’s

Washington ~ospitat center is 8 907-bed tertiary,

the severity of the Injuries and

life.

acute care facility located in

Washington. DC. The largest non-profit hospital in the city, it offers a natiokdly
.

ranked cardiac care program; the most advanced adult burn facility in the area;

MedSTAR, one of the nation% top trauma centers: a comprehensive

Institute end a full range of women’s sewices.

# “# #
.-.

Cancer
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For Immediate Release Contact: Lisa Wolflngton
Senior Media Speclallst
202-077-7072

L tjOSPlTAlJl13ST TO USEXLQD~ S!JBSTIT~JTE

Blood Product May Save More Lives

Washington, D. C., March 20, 1997 -- A blood substitute product that” is expected

to revolutionize traditional trauma care and save more lives will be used for trauma

patients at the Washington Hospital Center beginning in March. The blood product

is called Diaspirin Cross-Linked Hemoglobin (DCLHb) and has been in development

for decades. The Hospital Center, which participated in safety trials on the blood

substitute In 1995, is the first hospital In the Washington, D.C. metropolitan region

authorized by the Food and Drug Administration to use the product for a one-year

clinical efficacy trial. Washington Hospital Center is also one of the first hospitals

in the count~ to be given permission to use the product without the consent of
.

patients who have life-threatening trauma injuries. This study wIII comply fully

with the FDA’s regulations regarding exceptions from informed consent.

The blood substitute, which is made from human blood, is sterilized and

pasteurized like milk and can be frozen for a one-year period. Even when thawed,
.

it lasts 21 days which Is seven days longer than traditional fresh blood taken from

donors. Most importantly, it does not require a cross-match and can be used on

anyone. The product is prepared from units of human red blood cells from

volunteer donors who have been tested and found to be negative for the viruses

.—= that cause hepatitis and AIDS.

BB-N #6859-01,3
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“This breakthrough is one of the greatest things to happen to patients since

blood transfusions began,” says Duncan Harviel, M. D., trauma surgeon and-
.

principal investigator for the clinical trial locally. “This blood product will reduce

many of the risks of allergic reactions. In addition, it can be given to any patient

regardless of blood type. This means replacement for blood loss will not be

delayed.”

Beginning in March, Washington Hospital Center will start using the blood

substitute on critically Injured trauma patients whose chances of suwival are 60

percent or less. “It will be given without consent only to patients suffering from

extreme injuries,= says Dr. HanrieJ. “We hope this product will give patients a

greater chance of survival and that is why this clinical trial Is being conducted

here.n

The substitute may be more effective than regular blood because it raises

blood pressure more quickly and uses less volumetoachieve the beneficial results.
—-

Thirty five medical centers across the count~ are participating in the randomized

study of 850 patients over a one-year period.

Patients eligible for this sludv afe suffering from a catastrophic tfaum8tic

event and are often not able to give consent due to their medical condition.

Contacting a family member is often impossible because of the severity of the

injuries and the need to act immediately to save the Patient’s life.

Washin@n Hospital Center is e 907-bed tertiary, acute care facifity /ocated

in Washington. D. C. The largest non-profit hospital in the city, it offers a

nationally-ranked cardiac care program; the most advanced adult burn facility in

the area; MedSTAR, one of the nation’s top trauma centers; a comprehensive

Cancer Institute and a full raoge of women 3 services.

###
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March 20, 1997
5:00-6:00 PM
WJLA-TV(ABC) Channel Seven
Washington
News 7 at 5:00

Kathleen Matthews, co-anchor:

A new blood substitute is soon gonna change the way
hospitals save lives.

Del Walters, co-anchor:

Let’s check in right now, with Rea Blakey, with
today’s medical alert. Rea?

Rea Blakey reporting:

We don’t often have the chance to use the term
‘revolutionary’, but it certainly does apply this evening.
It’s expected to actually be revolutionary and to
revolutionize trauma treatment and it could one day save
your life. It is a blood substitute called ‘Diaspirin
cross-linked hemoglobin.’ Now the Food and Drug
Administration has authorized Washington Hospital Center to
use that product in life-threatening trauma injuries, even
without the patient’s consent.

If you knew precisely when your life might be hanging
on by a thread, perhaps after a horrifying car crash, well,
you’d probably put some blood aside beforehand. The
problem is, we don’t know. And when a major trauma occurs,
there’s no time to go searching for blood products. That’s
Why trauma surgeons like J. Duncan Haniel are @te
excited about a product called Diaspirin.

Dr. Duncan Harviel (Trauma Surgeon, Washington Hospital
Center) : once the person gets here, we’re in the golden
hour of saving the person’s life. *d this product, we are
very hopeful, we’ll bridge that gap and allow us to save
more lives.

Blakey: Diaspirin is a blood substitute made from human
blood, sterilized, pasteurized, and frozen.

Harviel: Taking the cells out eliminates any need to
cross-match this blood. This is universally available.

For a videocassette(7W or aud70 cassette(radio) of this news segment contact your nearest VMS office.
Ma;&lwpM@WM&&Mumsrwbdfw&Mti.~u~@p&!afi*tislwp&wyfwp~6f dm‘Wage43BB-IND#6859-O13
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VIDEO MONITORING SERVICES OF AMERICA, LP Page:2

_-
You just hang it and give it. You don’t care what blood
type a person is that’s receiving it.

Blakey: The Diaspirin blood product is not perfect. It
can break down and irritate the kidneys, cause yellowing of
the skin or inflame the pancreas. But even fresh human
blood can cause these side effects. Di.aspirin can be
frozen for a full year. And once thawed for usage, it will
last seven days longer than traditional fresh blood.

Harviel: This is a great advance in the usage of blood,
‘cause utilizing human blood in the trauma situation is
one of the things that’s been shown to save lives. So
now we have a product that will do the same thing, carry
oxygen, flow to the tissues, act like blood, but doesn’t
have the down side of ‘I’ve got to give you your blood
type. ‘

Blakey: Now Washington Hospital Center is one of
thirty-five medical centers across the country that’s
participating in the research to confirm how well the
Diaspirin product works. Patients who are eligible for
this study, will be those who are facing life-threatening
catastrophic traumas, such as a major beltway accident.
But obviously, something like this could come in great,
great need for people who are desperate to have blood
products immediately and a large amount of them.

Walters: Okay. And it’s- you gotta admit, nowadays, it
seems like almost there is a medical change or
breakthrough. It’s an exciting time to be covering this,
right now.

Blakey: Absolutely.

Walters: Okay. Thanks a lot, Rea.

###
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wASHINGTON

_—_ HOSPITAL
CENT13R

COMMUNITY RELATIONS COUNCIL MEE77NG

THURSDA~ APRIL 24, 1997

5:s0 PM

CANCER lNSTm/TE AUDfTORIUM

N13~

/4 Call lb Order

u Tour of MafSTAR Kristin Bnmdenbqrg
(RcsearohNurse

CoorUlnatw)

ilL Chlca! Trfal of N8w Blood SubstMa Product Danlef Hem, M.D.
(Cl@man of the InstitutionalReview

8omd fbrVVHC,Medii OIrector
of 8urglcalIclJ)

Max Konlngsburg, MD.
(AssocistePd8ssor of Emqsmoy
Medibha at the Univerdy ofIllinols

& CoordinatingInvestigatorforallsites)

lhrm!s Wang, M.D.
(AMendi~ Surgeon, Treums &

Surglcsl lntenstveCate Unit)

A cww~lood substitute productthat isexpeotedto revolutionketraditionaltraumacare and
save more Uveswillbe usedfor trauma patientsat the Washin@on HospttalCenterbeglnnlng
in March. The blood productIs calledD!asplrtnCross-LinkedHemoglobin(DCtHb) and has
been In +velopment for cfecades: The Hospital Center, whioh ~“cipated in safetytrialson
the Qt5ud$ubstttuteIn 1995, is the firsthospitalinthe Waahln$on, D,C. metropolitan rqlon
aUthort%edby the Foodand DrugAdministrationto usethe product for a one-year din!oal

effica~ trial. Washington Hospital Center ISalso one of the first hospitals [n the oountry to be
given petmlsslon to use the product without the consent of patients who have Iife-thmatening
tmuma lnjutles.

110 Ixvww Swwvuj Nw’
WASHINGTOt+, E 20010-2975

(cwe~
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WASHINGTON
_—— HOSPITAL

CENTER

The Effj7cacyTrial ofLW@in Cross - Linked Hanog[obin (RCLIib) iR
7h?reutment of Severe Traumatic ~e~ordzugk shock.

Washington Hospital Center: l%bIic Disclosure

1) Dr. Daniel Herr, lRB Chairman Washington hospital Center, discussed:
* New FDA regulations
* Waived trial consent cxplanatkm
* IIUl role within The Washington Hospital Center

— 2) Dr. Dennis Wang, Trauma Surgeon and Co Investigator ol’Trial, discussed:
* Introduction and brief synopsis of the trial
● Role of the Washington 1{ospital Center and trauma unit
* Reason for community disclosure

3) Dr. Max Koningsburg, Emergency Department discussed,
* Role of tic Community Relations Council
* His role in ~hetsial as Corxdinutirlg Tnvcstigaror for all sites
* Experience with other sites, lheir IRB and their community disclosure plan
* Role of Baxter, the modk and the FTIA in the lrial
* The history behind the trial and the endpoints of the

Questions wereencouragedand examples of sornc o(the questions were:

Q. Why were other hospitalsin the Washington t).C area not included in the trial
especiallyHoward Hospital?

A. All traumacentersin the Washington13.Careawere invitedto participatebutmost
declined pmicipation at this time. Some hospikds fell their Iraunm population did not
support the cri~erianewssmy for pticipation and others were waking to see the reaction to
W~shingkm Hospital’s participation,

1 It) [l{WIN{,S’IIWI;T, NW
WA!illlt+(i”l{?Nl IX> .2(}4110.’297S

%’
.<., ,.., C?-!,W,.

?fJ

ME~-,. - !.,..,
BB- D #6859-013

Page 46

_~___ ..,..-..,_.......+---
___- . .....—-———-...——”.——————

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



Atichment 25

Q. [s there consideration givcu to the population who may feel they are being used as
guinea pibn in this trial?

A. NO patient is wmskiercd a guinea pig and those who have already participated in the
trial at iinother site are gratefitl to be included in the trial.

Q. What is our role as Community Relations Council?

A Your roIe is very impmtint and will ailow us access to members of the community who
may wish to kwc futier information regarding the trial. We are very interested in any feedback
you may have.

l-he following was also discussed:

a) TheCommunity Council will have inpu( with the media personnel for fi.nure press releases.

b) The Council would select e key fbcus group who would con[inuc participation with us
Lhrougho[the duration of tic trial.

c) A small groupwould meet with the Principlc Invcstigalcw,J Duncan Uarviel, M.D. to discuss
~. any other issues._c—

* * 4 *

On June 2,1997, (heStudy Coordinator met with the Director of Community Relations, to discuss
any feedback from the meeting. l;eedback was generally positive. Ttwas agreed that a few key
members of The Council who were not present al the initial meeting would he given the
opportunity to discuss the trial wi[h Dr. llarviel at a later date.

2
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Attachment 26

WASHINGTON
- HOSPITfi

CENTER

The Efficacy Trial of Diasplrin Cross - Linked l?emo~lobin (DCLHb) in
The Treutme~t oJSevere Traumutic Hemorrhagic Shock

WashingtonHospitalCenter: Public l)iscIOsure

Media opportunities for discussion of DCLHh

‘-~-tnril 16.1997.
l%. Thviel (I?l of the Trial) was interviewed on a local radio program, WTOP. He spoke for 3
minutes on the oudine of the trial, Ihc w~iver of consentand community involvement.

Mav 6.1997:
Dr. Ikrviel (H of the (rid) discussed the safety, ellicacy, waived constm issue and endpoints of
IXLHb. He stressed the community involvement in the project,
This WASan 8 minute interview, placed in a health segment called, HealdtLincand replayed for a
MM of 9 times during tic wcckcnd of May 9, 10, 11, 1997.

i 11) lKVIN(;sl”Ulil.T,t+w
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___ lAla511i ‘4WThneST)
5-a6-q~

Newindustry’slifeblood
holdspromiseforsick&
Areahospitalstestingsubstitutes

Bloodmanafualons&ay soonbe
aaeWyae QOurina eupofinqant

“msa3rJCofflxklf at @orgetoW
Univorsi M@cal Centerprove5

?’sue+sfu .
“If we -@nmake”fl’eezadried

c@ff~ w.csn do it withaometi@g
more unporgantto help cancer pa-
t{entsstdptlieiibleedrng? aaidDr.
Gerald Sandlert ~dirccr~r of
Geo@etown%bloodbank.

taF%!%%23kiTcigtg’Rgi
and. Drug”A@@istra t$on clear

-&%lR&LW!!wq&%%%!zu
f

7bloo -Cimcarry onrheiitiral
clotting function after being
thawed. W e@d he!p save @
li~ of ancer patients, whQneed
M@e .supp!iea of platelets be-

.—- . ——— -— .,—.

cause chwothekapy tianke6 a-
.Yticnts susceptible@ uncontroled

bleeding,,
T@ ren.earcll‘it @Xg -

?

ptq’tof @e@meqt“blqcl aub ?
Iu@ industn, Qq which- 11
.Street it ;p~cing hea bets in

Yhopesaf n multibillwp ollar *
off.

Sckntiets., hayo sea~hed for
ways (O!nanufactut@blood sinq
the 17th century, .experimen*

T

with everything from wine to r
The quest took on ‘newwg
durln~the19~ withtheonset %
AIDS and concerns about e
safety @dono~bloodsuppti~.

.Nw, Wcarohess, are.Weaki&
bi~dovmwlts~ nqte, c~
W w~a~dp~~yt$for d~f-
kll’lt funciilNMP@i: ae.Clotdng
and”carryingoxygen, ..

V@~f~@&rti a

*BLOOD, jtge A9
. ..— ..-. ——
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BLOOD
Rum pageAl

. .

anQ.XYj?@h-G@)@jproductdevel-
oped’ fmm hemoglobirl, a blood
protein.

Ba%tar~ blood substitute could
prove a hftaaver for emergency
rodmpatientswhoriskbleeding to
death if ahJs@dtib~~depleted its
inven

TThis rrjakthk~h ikone of the
gmtest things to happen to pa-
tients eince blood transtiions be-
fgam” ~d Dr. Duncan Harviel, a
Waehmgron Hospital Center
trattmti Surgeonand l~d investi-

%Fz&7;?5>%
.+=% time. Inaddition,it canbe givento

anY matient retrardless of blood
tytie? -

In Bttltimorcl University of
MarYlan.d MedtcaI School re-
searchers are administering
hemoglobin-based blood subs@-
tutes to cats and rats in order 10
trace howdefects in blood cirada-
tion can lead to strokes and heart
attacks.

“The potential of these flukjs is
enormous;’said Dr. Enrico Bucci.
a biochemistry professor at the
medicrd school. “In some ways,
I’msorry thatthese companiesare

. involvedonly in the substitutionof
bloodto carry oxygen:

The medical science behind
bbod substitu[ee is comptex, but
the motivationis simple. Wtth 14
millionunits or donorblood tmna-
fused annually in the UnitedStates
done, analysts estimate that the
market could reach W billion a
year.

-~

petitivdywithwhole bloodwhenit
a the market!w, DaVkWtt

Rtceatly, scientists eeedngly
C- they cao aqueese blood out
of every@ing but stoma. Re-
‘sehdiem $croq theaatioithava
beenable to developblo@.a@ati-
tutesoutof animalblodd;bacter~,
iluoracarbona tid even goneu-
cal)y,+ginecred tobacco Plants.

But with all the h
r

, titet&e
signs that WC o the -biggest

gm~g::;z%z:
bloodsubstitutes.Last year,Phar-
macia & UpJohn Iw aded its

J?
synthetk-blood reseamh p ect
with BiopumCorp.,Md Eli Y~
Co, endedi~”researcha@ment
in March whh Somato@ Inc.,
which is developing

r
netically

cngineeted hemoglo in-based
products.
—.- --- . — ——-.—. —

Oneof the big winners couldbe
NortMe]d Ltiboratories,a com-
pany that went public in 1994 but
has never #hewn a profit in its
12.year histcny.NortMeld has in-
vested more than $120 million in
the developmentof PoIyHeme,an
oxygen-carrying product devel-
oped fromhemoglobin.

ThQcompany ●lready has had
substantial emergency room suc-
cess, said Richard DeWoskin,,
Northfield$ chief @ecut@ offi-
cer.

“We transfused 10 units in 22
minutes this week to a patient with
a gunshot wound and saved him
fmm bleeding to deat&”he said.

Ikn unitsis theequivaientof re-
dacinfja body%entire blood sup-

“korthflel~whichp)anstobegin
buildinga manufacturingplant in
the faU, wants to cut ira wts
enough to price Poly13emetom.. .
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?HE W~O~ INFORMER . .$tW’uLY 2,M97.

Washington Hospital Center MedSTAR Unit to T=t Drug
k3hxdpruduct may save trautna vk71ms

~iI wd&@IY bpkd (ki&*S ~aAR hk b b= dd.?d b !W2mOIt8 35 -a CdCt3 b
cvaluato a product for tmahs padcnts with SW= bhxd loss many of which may die despite tbc best cwrcnt
medical therapy. D@rin CrDSSLinked Hmzm@in (DCIJ-Ih) dcvdopcd by BaxterHcaItbcarcwii boused
for critically injured trauma palhta with ICVCrCblood kss. Tbo U.S. Focal and Drug Adminkfx+on (FDA)
has authotid this trial. Si* manyof tbesopatkntsUN be tmableto conscat to participate(due to their
blood 10SS) the U.S. FDA $= =IID- pb~c ~WIOSU~.me PUIPOCCof b~ ~~bfic n~~ iSto siveinfimnatiinabouttheW andtoddmas quc$tifma.

Q

Wmt isDcLm?

b

A
DCLHb h LICIdCfromhuman rcdbloodds.

, m~~thri~=to-b
ri*ofwOctklul-soch asAlDs9Jld

I@ti Bbodlypinskrot _ DCIXbwilIbe
*@in the trawnzcem~ wwr~ unil)enthatit is
immediatelym4btIlc to the @cot thusswing *MI
time.

Q

Why is M tdsl behngdone?

●

A
Asmanya$W40facvacly b@Kde

, withcximnebtoodbacu=ydedcspite~
andimmdvemcdfcdcwa DCKMb may oUer

U’Es?petients 8 MtU Ctunccof cwv+d.

Q

Doa DClJ3b t@- the need for blood
. fllncfusloll?

A: %=~$F&=&’Z?
armdanftlmqy knclud@kbkm4M@

-WY. -m-h-of~om
rcquimdfivtk #ienL VOh@=rblood donations=
silt ncalcd.

Q

What lam C-PI- of feformed conseet
and why it b OtMYSmY?

.

A: =G”q%%%%%%%=
coMeoltopartioipatc hadnlstial. Thou.s.

FDAhas@mIcd=!~ato~o-==dti
&se aaes. FolIowi%cmeM* dDCIXb M U.S.
FDAM dctcnnkd thattbcpdendal-ti *igh
utcnsksofpar@@JonIiwfyalt=nptwubcfib
Obtl==m$c ** =P~~ a

lcmlmlk FamilymembersWillbc
mtifiedof@.entsparticipationmmm asyoasible.

(,,

,’)

ParienlsOtlbi?ilrcqonsiik famiiyRusrdMcsmaydecline
or disxmlbnmpardciption al ~ timG

Q

What art tbe ris$.i md Me effea of
, DCLEb?

A
DCLHb&zIbeutcvahmdf or4ycamin@rII

. Sudksandafcwci kefktskwcbcenmwd.
m= Sdc Cfk?5 ihlck rcmpolary chaJlge5 in

1* rcnihq yellowing of thz skio@nnMcd 10liwn
*@], admkrh&ti(& ~timd@hrof
~~~ abhti @U and s fist in blood pfCSSWt
An indcpMknt Saf’ Coumiiuec Wiu monhof @cot
Safctydufinglhobial

Q

~0 * h eligible to pUtk~atC?

●

A
Paiicntswifhlowbloodpmssweandinshxk
frombkmdkm wiU kc cnmlkd. A total of 8S0

● paticlltcaalioowtdc willbcem’olkd. The Ifial
h&cbeeDappmVedby our(lWIQInsLinllkm& Re\iO!’
Board andcImrcdbytba FDA

Q

HOW do I obtainIOORblfOmltiOS OFWh~

●
do 1 dircd my qoestions?

A You my amhct WashingtonHmpiti Centcf.
Tmuma R~h Tcaro ti 110 lmin.g SirrxI.

● NW. Suifc4B3% phone 202437745424 or by
fq XWt77-2172 or Medlantk RcscambLnstifute.OtVcc
of Reaeamh_ _ ~OWa M.D. Pmskkm.
108 hving Wre4 NW, U24L WasNn@omDC, 2WW
pbcOX~247%6536 OTby fkx 202477.3209.
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Washington Hospital Cctster MedSTAR Unit to Test Ilrug:
i3100ttprotlttc! may save trauma vicsims

Ihc WushirsgmrI Inspi!a{Ccmw’s MLd.SrAK ( !nit hus bten SelLXICd10 lM among 35 [raumu cdwrs IU WIluate a produc~

k wcatiw+ p~tiems with swwc blood km nuny of which muy dk despik Ihc bestcumm mdiwl Itwrap.u,Dimpirin”Cr{;ss
Linloxl Wvm@bin {DCI.I lb) developedh: th.wcr Healthcurc witl Ire uswl for critically injurtd wruma Fxicnts wiih.stycr(
hloml loss. “l’heU.S.Foodand Drug Admidwuiun (FDA) hus wnhorized [his trial. Since many ol”thcse ~xicnts will be,
urmblc w cunserr[ to Wnicipa[e (LIIIC[o their blood loss) tht tJ.S. FM hissrtqucskd publiu disckrsurc. Ttw purpIIsc gf~is

mrtrlicnoiicc is M &ire in bmwdon ahouI lhc (rid and 10 uddress uuestiurrs,

Q. JI,)CSDCLHh repkscc the rsccd for btoud

trmtsfusivn?

A. DCLllb will be ~ivat inuddition 10 any tduud

products nccdcd. PaticnL<will slill rercive all +tmkttd
thvmpy including, blood. tluid and surgery. lXV.1 lb may
reducethenumberof tmnsfuaimr required~ordw parienL
Volunwcrblooddonationsarestill needed,

Q. WIIUth an e~ceptimt ofinfurtned curtsuat and

Wh! it is tlwWSJ~?

r~~~onsiblc family mcmlxr or ky~] rcprcsctwtiwc. ,Famil)

memberswillhc nutitied ofp~tlen~s pwticipation m soun
as possible, i’micnc$ w their responsible family members

moy dewlinc ordiscoruinuc panicipaiiun w any time.

Q. What are tit. risks and sid~ effects of DCL~b2

A. iXLlib has twen cvdua[td Y&+ yars in pu[icn[-

sudks w-d u h sidg dYecIs haw lwm nwd. Thesetide
cffcc~sinchnk tcmporwy chwrqes in M nwihs. ytllowing
[Iflhc skin {urrrel:ltudto Iivw duma:e}. a rcd colur in Ilw

urirw !duc tu tie rcd culor of DCLHb). titxkmimd pain and

a riw in blood pressure. An indepcndcnl S@ wm”rnitlcc
will nlwtitur p:{ht $aIktyduring the trkd.

Q. Who will IW eiigib[e (v partkipu{c?

A. P4cn[s wish low blood pr&trc ohd itsshuck Ifdm

btood ioss wit! be enrulh%. A totul of850 paliem

nationwide will bc wrmlkd. TM triat IWS kcn appreW’

by our ( W!IC) Insti(utirmal Review Board ml cleared h!
the FDA.

Q. lhw do f olrtnin more infurnwfion or whck,tlril

stircef my questions?

.4. Yuu Ill+ iwnl;lsl \\ ildlill#lWl Htwpitol (~wtl~v.

“I”rdumal&wwh”1 t~m 4[ I 111INing SIWCI. SW. Suilc

411VJ: phww NN7?.IA24 tlr b) IU.S :112.S77-1 I 71 w

AfYdlilfltiC KMcarc!l Itwtituw. (1llk or IUscmkh t%gr.iqls

Hwhum Huward.M.tl,, I%vsldmt.IONlining Swua.N~..
x242. W.whington,l)L..200It): phww 2tH-t!77.@3~/tw b:

~JS.t{]:477-32(W.

..
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MARCH/APRIL 1997 ‘

lkJs(litijSIUIMBlood
$ulntitu(olhatIouldkiVl!
UVESOilraumaVictims

LehighValleyHospid
(LIT-1)hasstartedtwo

research mdiestotestanew
bloodsubstitutethat could
help save the lives of trauma

patienu and potentially ease
he growing demand on
community blood banks.

LW is one of onlyseven
sitesin the counq to study
the substitute’s use in eletxive

SWgerieSand one of only 30

sites forthetraumastudy.
The subsnnce,anoxy-

&n-@ng hemoglobin
solution,isoneofanexciting
newgroupofbloodsubs~-
tutesthathasthepotentialto
affectmillionsofpeople.

Thebloodsubstitute
arries oxygenthroughthe
bloodstreamunulthepatient
an bestabilized.It doesnot
haveto betypedandcross-
hatchedasblooddoea,andis
tieeoftheriskofinfection.
It has proven to be non-toxic
and involves few side effects.

LW waschosento take
part in the studybecauseof
the largenumber of patients
in its trauma center and the
array of specialists to support
research studies.

Call (610) 402-CARE
for information on either
blood substitute study.

—___

BB-IND #6859-013 Page 53

..—— . ........ .—--..... ... .. .. ——. ..-.——. ..—....—— --—.


	Attachment 1
	Attachment 2
	Attachment 3
	Attachment 4
	Attachment 5
	Attachment 6
	Attachment 7
	Attachment 8
	Attachment 9
	Attachment 10
	Attachment 11
	Attachment 12
	Attachment 13
	Attachment 14
	Attachment 15
	Attachment 16
	Attachment 17
	Attachment 18
	Attachment 19
	Attachment 20
	Attachment 21
	Attachment 22
	Attachment 23
	Attachment 24
	Attachment 25
	Attachment 26
	Attachment 27
	Attachment 28
	Attachment 29
	Attachment 30

