Biood Substitutes Baxter Healthcare Corporation

Route 120 & Wilson Road
Round Lake, Hllinois 60073-0490

847.270.5300
Fax: 847.270.5306

Baxter

October 10, 1997

Docket Number 955-0158

Dockets Management Branch (HFA-305)
Food and Drug Administration

12420 Parklawn Dr. rm. 1-23

Rockville, MD 20857

G ey viln L6 661¢

RE: Investigational New Drug Application #6859

Dear Sir/Madam:

In accordance with 21 CFR §312.54 we are enclosing copies of information concerning research
involving an exception to informed consent. This includes information that has been publicly
disclosed by the IRBs at St. Anthony Hospital Central, Denver, CO; the University of Louisville

Hospital, Louisville, KY; the University of Pittsburgh, Pittsburgh, PA; and the Pennsylvania State
University, Hershey, PA.

The information from St. Anthony Hospital Central includes an outline of the April 3, 1997
Presentation to State Trauma Advisory Council (Attachment 1), an outline of the April 7, 1997
Presentation to Local Denver Business Leaders (Attachment 2), the April 7, 1997-advertisement
that appeared in the Denver Post (Attachment 3), a copy of the flyer announcing the May 5, 1997
Hospital Presentation by Dr. Ed Sloan (Attachment 4) that was posted throughout the hospital, the
electronic notification of May 5, 1997 presentation (Attachment 5) from Dr. Thomas Wachtel’s
office, an overview of Dr. Ed Sloan’s May 5, 1997 presentation (Attachment 6), a copy of the slides
for presentations to area trauma advisory councils (Foothills Area Trauma Advisory Council,
Golden, CO; Central Rockies Area Trauma Advisory Council, Frisco, CO; Eastern Plains Area
Trauma Advisory Council, Cheyenne Wells, CO; Pueblo Area Trauma Advisory Council, Pueblo,
CO) (Attachment 7), and a Public Disclosure recap (Attachment 8). In accordance with 21 CFR

§312.54, this information is also being submitted to the Docket Number 95S-0158 in the Dockets
Management Branch.
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Based on information received from the clinical site, the investigator and IRB achieved community
consultation by holding meetings with the State Trauma Advisory Council, four (4) Area Trauma
Advisory Councils, the Local Denver Business Leaders (Attachments 1 & 2), by holding a meeting
open to the public where the study was presented (Attachment 6), and by printing advertisements
that solicited communications from community members and provided information for contacting
the principal investigator and the IRB (Attachment 3).

The information from the University of Louisville Hospital includes a study overview from Dr.
Mallory titled, “University of Louisville DCLHb Study” and the HHS regulations 45 CFR §46
titled “Waiver of Informed Consent Requirements in Certain Emergency Research” (Attachment 9),
model information for community consultation and public disclosure (Attachment 10), and a June
1, 1997 press release (Attachment 11). These documents were forwarded (the model information
was forwarded only to physicians) to more than 20 key community members including
representatives from the political arena including the Mayor’s office, the County Judge, Louisville
Board of Aldermen, Jefferson County Fiscal Court, the Lt. Governor’s Office and Jefferson County
Legislative Delegation; representatives from the educational arena including the University of
Louisville Trustees, the UMC Board, the University of Louisville School of Medicine Dean’s
Office; and representatives from the community including the Jefferson County Medical Society,
the Falls City Medical Society, the West Louisville Area Health Education System, Jefferson
County Health Department, Interfaith Council of Louisville, African American Clergyman’s
Council, the Urban League, the Kentucky Cancer Program, Kentucky African-Americans Against
Cancer, Kidney Disease Program, Minority Services, and other clergy and community leaders. The
press release was also sent to an additional 200 people on the African Americans Against Cancer
group mailing list and the American Cancer Society, Avon, Cancer Information Service, Falls City
Medical Society, Family Health Center-Portland, Health Care Excel, James Graham Brown Cancer
Center, Jefferson County Cooperative Extension, Jefferson County Health Department, Jefferson
County Medical Society, Junior League of Louisville, Kentucky African Americans Against
Cancer, Kentucky Cancer Program, Kentucky Cancer Registry, Kentucky Department for Public
Health, Kentucky Homeplace Project, Park DuValle Community Health Center, University of
Louisville Primary Care Center, University of Louisville Department of Radiology, West Louisville
Area Health Education Center. Meetings were held with individuals and groups listed above as
requested, as well as meetings with the Ethics Committee and Transfusion Committee. Also
included for this site is a copy of the advertisement which included an 800 number for additional
information or to comment on the research published in the following local newspapers: The
Courier Journal (7 times), the New Albany Tribune (5 times), the Jeffersonville Evening News

(5 times), the Voice-Tribune (3 times), the Louisville Defender (3 times), the Southwest Newsweek
(3 times), and the Louisville Eccentric Observer (LEO) (3 times) (Attachment 12); articles
published in the following local newspapers: July 14, 1997 Lexington Herald-Leader, Lexington,
KY; July 30, 1997 Louisville Courier Journal; and July 31, 1997 Lexington Herald-Leader,
Lexington, KY (Attachment 13); a copy of the article published in the July 18, 1997 Inside U of L;
(Attachment 14); August 8, 1997, September 2, 1997 & September 8, 1997 correspondence
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between the University of Louisville and the Jehovah’s Witnesses organization (Attachment 15);
and the transcript from August 13, 1997 local news show (Attachment 16). In accordance with 21
CFR §312.54, this information is also being submitted to the Docket Number 95S-0158 in the
Dockets Management Branch.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by contacting more than 20 key community members, followed by phone
conversations and meetings with these individuals and groups, including contacts of the location
Jehovah’s Witness organization (Attachment 15); by printing advertisements in seven (7) local
newspapers which included an 800 number to comment on the research (Attachment 12).

The information from the University of Pittsburgh includes the July 1, 1997 press release that was
available on the University of Pittsburgh’s Internet home page on July 2, 1997
@http://www.upme.edu/News/blood.htm (Attachment 17); copies of two July 2, 1997 news
releases published by Dow Jones News Service and PR Newswire (Attachment 18); an
advertisement that was published in the following local newspapers on August 12, 1997: Pittsburgh
Post-Gazette, Tribune-Review, New Castle News, Greenville Record-Argus, Clarion News, Erie
Duaily Times, and The Vindicator (Attachment 19); Read Ahead Material for May 5, 1997 Meeting
(Attachment 20); a copy of the slides presented at the meeting with the City of Pittsburgh’s
Commission on Human Relations (16 member organization) (Attachment 21); and minutes from the
meeting (Attachment 22). Also included is a transcript from a July 10, 1997 newscast about the
study (Attachment 23). In accordance with 21 CFR §312.54, this information is also being
submitted to the Docket Number 95S-0158 in the Dockets Management Branch.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by contacting 16 members of the City of Pittsburgh’s Commision on Human Relations
and holding a meeting with the commission (Attachments 20-22); and by printing an advertisement
in seven (7) local newspapers that included a telephone number established for soliciting
communication from the public (Attachment 19).

The information from The Pennsylvania State University includes a summary of the first
community consultation meeting attended by 12 key community members (Attachment 24); and a
copy of a letter sent to other key community members representing the clergy, legal community,
Jewish Community, African-American Community and Asian Community. Included with the letter
was a summary of the study, the consent for insurance, the regulations compliance statement from
the protocol (Attachment 25), and the radio transcript from “The Heart of the Matter”

(Attachment 26); letters to the editors of two local newspapers: Patriot News and Lebanon Daily
News (Attachment 27); a May 27, 1997 press release (Attachment 28); an article published in the
local newspaper: Patriot News (Attachment 29); and an article published in the University’s
newspaper, the Penn State Intercom (Attachment 30), along with Penn State’s Internet “Intercom
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Online” publication. In accordance with 21 CFR §312.54, this information is also being submitted
to the Docket Number 95S-0158 in the Dockets Management Branch.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by holding a community consultation meeting (Attachment 24), mailing information
and contacting representatives of the clergy, legal community, Jewish Community, African-
American Community and Asian Community, and by presenting the study in three (3) local radio
broadcasts including a phone number to call for additional information (Attachment 26).

The submission has been organized as follows:

St. Anthony Hospital Central

. Attachment 1: April 3, 1997 Presentation to Trauma Advisory Council

. Attachment 2: April 7, 1997 Presentation to Local Denver Business Leaders

. Attachment 3: April 7, 1997 advertisement (Denver Post)

. Attachment 4: Copy of Flyer for May 5, 1997 Meeting

. Attachment 5: Electronic Notification of May 5, 1997 Meeting

. Attachment 6: May 5, 1997 Meeting Overview

. Attachment 7: Slides from Presentations to 4 Area Trauma Advisory Councils
. Attachment 8: Public Disclosure Recap

University of Louisville Hospital

. Attachment 9: “University of Louisville DCLHb Study” Overview & HHS
Regulations 45 CFR §46 titled “Waiver of Informed Consent
Requirements in Certain Emergency Research”

. Attachment 10: Baxter’s Model Information for Community Consultation and
Public Disclosure

. Attachment 11: June 1, 1997 press release

. Attachment 12: Advertisement appearing in 7 local newspapers

. Attachment 13: 3 articles published in local newspapers

. Attachment 14: Article published in University of Louisville newspaper

. Attachment 15: Correspondence with the Jehovah’s Witnesses Organization

. Attachment 16: August 13, 1997 local news show transcript
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The University of Pittsburgh

Attachment 17: July 1, 1997 press release

Attachment 18: 2 July 2, 1997 news releases published by Dow Jones News Service
and PR Newswire

Attachment 19: August 12, 1997 advertisement printed in 7 local newspapers

Attachment 20: Read Ahead Material for May 5, 1997 Meeting

Attachment 21: Slides presented at the City of Pittsburgh’s Commission on Human
Relations meeting (May 5, 1997)

Attachment 22: May 5, 1997 meeting minutes

Attachment 23: July 10, 1997 newscast transcript

The Pennsylvania State University

Attachment 24: Summary of first community consultation meeting with
12 key community members

Attachment 25: Letter sent to other key community members

Attachment 26: Radio transcript from “The Heart of the Matter”

Attachment 27: Letters to the editors of two local newspapers

Attachment 28: May 27, 1997 press release

Attachment 29: Article published in a local newspaper

Attachment 30: Article published in the University’s newspaper and Penn State’s Internet
“Intercom Online” publication

This IND (BBIND #6859) is cross-referenced to Baxter’s original BBIND #4426 and subsequent
amendments.

If there are any questions concerning this submission, please contact me at (847)270-5313.

Sincerely,

oL

Maulik Nanavaty, Ph.D.
Director Regulatory Affairs
Blood Substitutes Program
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Presentation to State Trauma Advisory Council
Colorado Department of Health
Glendale, CO

April 3, 1997

DCLHb Traumatic Hemorrhagic Shock Study Overview
Inclusion/Exclusion Criteria
Study Endpoints

Exception From Informed Consent in Emergency Research
Use of exception in this study
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Presentation to Local Denver Business Leaders
St. Anthony Hospital
Denver, CO

April 7, 1997

DCLHb Traumatic Hemorrhagic Shock Study Overview

Inclusion/Exclusion Criteria
Focus on patient eligibility

|

Risks and Potential Benefits of the Product
Study Endpoints

Exception From Informed Consent in Emergency Research
Use of exception in this study

Patient Study Costs
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Centura Health St. Anthony
Hospital, a Leve] I trauma center,

is participating in a research study
for critically injured trauma patients
ad:mitted with severe loss of blood.
These patients will receive an
Investigative hemoglobin solution
in addition to the standard
procedures for trauma care.

"The Food and Drug Administration

(Fedural Register, Volume 61, pages

51498 to 51631) roquires community

consultation and public disclosure

before initiating the study for the
following reasons:

1. the research subjects will
rarely be able to give thelr
tiformed consent as a result of
thelr medical condjtion;

% the intervention involved in
this rescarch must be
adninistered immodiately often
times before consent from the
suhject’s legally authorized
representative Is foasible;

3. there is no reusonable way to
ienify 'n advarwe the Individuals
likely to become eligfble for
participation In tho rescarch,

Appropriate animal and preclinical
studies have been conducted and
the infurmation dertved from those
studies and relaled evidence
support the poteniial for the
intervention to provide a direct
benefit to the individual palients.

Anyond who has questions
regurding this study may contact
Thomas L Waclte], MD, principal
investigalor af 6204292,

* Centura Health.
ST. ANTHONY HOSPITAL
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PLEASE POST

TRAUMA SURGEON
DIVISION

MONDAY, MAY 5, 1997
BIRCH ROOM
6:00 P.M.

GUEST SPEAKER:
Edward Sloan, M.D.
University of Illinois
Emergency Medicine - Research Division

PRESENTING:
Hemoglobin Therapy

Dinner will be served
Please RSVP to Amy at 4-4222

P. 03

AAAAAAA



AdCInent o



Wachtel M.D., Thomas - Page 1 - 05/01/97 - 05:42 PM

TO: Distribution list

FROM: SAC Trauma Service;4231 West 16th Avenue

SENT BY: Amy Sauer, Trauma Service

SUBJECT: May Trauma Surgeon Division Meeting & Guest Speaker
COPIES:

The next Trauma Surgeon Division meeting will be held Monday, May 5,
1997, at 6:00 p.m. in the Birch Room at St. Anthony Central. The
guest speaker will be Dr. Edward Sloan, Department of Emergency
Medicine, Research Division, University of Illinois.

Dr. Slcan will be presenting "Hemoglobin Therapy," and is the
overall prinicple investigator in the study St. Anthony’s is
involved in re: Use of Diaspirin Cross-Linked Hemoglobin (DCLHb) for
the Avoidance or Reduction of Perioperative Blood Transfusions.

Please plan on attending this informative presentation.
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Overview of Trauma Surgeon Division presentation at St. Anthony’s Hospital Central
May 5, 1997

General Greeting and Introductions- Thomas Wachtel, MD
Principal Investigator for THS study

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 PO2, restores
mucosal PO2, 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



Overview of Trauma Surgeon Division presentation at St. Anthony’s Hospital Central
May 3§, 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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Cross-Linked Hemoglobin
~ (DCLHbTM) 1n the Treatment of
.....Severe .Hem()nthagic Shock:........... 5

Baxter Healthcare Corporation
Protocol THS 95.1
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Investigators -

¢ Principal: Thomas L. Wachtel, MD
¢ Anesthesia: Elliott Wohlner, MD

¢ Emergency: Peter Vellman, MD

¢ Laboratory: Chris Pizzo, MD

¢ Trauma: Jeffrey Cross, MD

¢ Trauma: Larry Rust, MD
¢ Research: Lee Hemminger, RN, MSN




Consent Form (I)

¢ FDA 21 CFR 50.24

¢ Exception from informed consent
requirements for emergency research.

¢ Lack of feasibility in obtaining informed
consent in this patient population.




Consent Form (II)

* Favorable Risk/Benefit Profile.

¢ Informed Consent presented as soon as
feasible for permission to continue the
study.

¢ From the Patient, Legally Authorized
Representative, or Family Member
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Additional protections of the
rights and welfare of the patients.

¢ Community Consultation.
¢ Public Notification before the Study.
¢ Public Notification gfter Completion.
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Additional protections of the
rights and welfare of the patients.

¢ Community Consultation
— Decision to Conduct the Study
— Exception to Informed Consent

— Prior to Starting the Study




Additional protections of the
rights and welfare of the patients.

¢ Public Notification before the Study.
— Plans of the Investigation.
— Risks and Benefits.
- — Prior to Starting the Study
¢ Sponsor Submit Copies of Disclosed Information
— IND File
— Dockets Management Branch of FDA
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Requirement to inform
the public.

¢ General Press Release?

¢ Public Hearing/Town Meeting?
¢ Radio/TV News Item?

¢ Newspaper Ad explaining the
Research Study?
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Additional protections of the
rights and welfare of the patients.

¢ Public Notification agfter Completion.

— Demographic Characteristics of
Research Population

— Study Results
¢ Sponsor Submit Copies of Disclosed Information
— IND File

— Dockets Management Branch of FDA
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Patient Inclusion

Severe Injury resulting in Hemorrhagic
Hypovolemic Shock, Tissue Hypoxia and

Cellular Hypoperfusion:

v Systolic BP <90 & P >120
v Systolic BP <90 & P <60 + pre-terminal rhythm
v Base deficit = 15 mmol/L or worse

¢ > 17 years
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EXURRS

Patient Exclusion

¢ Hospitalization < 60 minutes
- prior to start of infusion

¢ Known Injury Time < 4 hours
prior to start of infusion

¢ <18 years
¢ Pregnancy

¢ Isolated Head Injury
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Patient Exclusion

¢ Combined Multisystem and Head
Trauma with Clinical Signs Consistent
with Significant Mass Effect

¢ Pulseless traumatic arrest in hospital

¢ Imminent Death precluding
resuscitative efforts

¢ Known Objection to the Use of
Blood Products




Method

¢ Within 60 minutes of hospital arrival
¢ Random Assignment

¢ DCLHD or Normal Saline

— 500 ml initially
v+ (250 ml + 250 ml)
v Within 60 minutes after first infusion

¢ Will receive all current modalities of
treatment - blood/crystalloid/operation




Method

¢ Collect information
— Vital Signs
— Physical Examination

— Laboratory
v Urine

v Venous Blood
v Arterial Blood




End Points

¢ Primary
¢ Secondary

¢ Pharmacological




End Points

¢ Primary
— 28 Day Mortality Reduction
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End Points

¢ Secondary

— 28 Day Morbidity Reduction
v Area Under the Curve (AUC) for
v Multiple Organ Dysfunction (MOD) Score

— 48 Hour Mortality Reduction
— 24 Hour Lactate Level Reduction




.......................................................................................

End Points

¢ Pharmacological
— Blood Utilization Reduction
— Ventilator Reduction
— ICU Reduction
— Dialysis Reduction

— Total Hospital Day Reduction
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Known Patient Benefits

¢ None
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Possible Benefits from Animal
Studies

¢ Increases mean arterial pressure

¢ Transports Oxygen in vivo

¢ Optimizes Vital Organ Blood Flow
¢ Prevents Early Tissue Hypoxia

¢ Prevents Lactic Acidosis

¢ Improves Survival
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Aus;-20-97 04z02P Lea Hamminger, NP 303-629-2066 P.02

ST. ANTHONY HOSPITAL CENTRAL

PUBLIC DISCLOSURE RECAP

1. LOCAL BUSINESS I.LEADERS, April 7, 1997. Under the auspice of St. Anthony Foundation,
approximately 30 local business men toured the hospital, and were advised of current and future
planned research projects. There were 10 particular questions regarding the DCLHD study, and the
general consensus was approval of our efforts to advance the science of medicine.

2. TRAUMA SURGEONS NOTIFICATION, May §. 1997. At a rogular monthly meeting, Dr. Ed
Sloan, Principal Investigator from Cook County Hospital, Chicago, madc & formal presentation to all
the trauma surgoons. Main questions relatod 10 ability to continue each physicians’ standard of care
for patients earolled oto study. Dr. Sloan satisfactorily answered these questions, and there was a
general sense of enthusiasm among the surgeons to bogin the study.

3. INFORMATION TO THE COLORADO STATE WIDE TRAUMA ADVISORY COUNCILS:
Dr. Wachtel presented the study to each of the following advisory councils:

April 3, 1997 - Staic Trauma Advisory Counsil, Colorado Department of Health, Glendale, Co.
May 7, 1997 - Foothills Area Trauma Advisory Council (ATAC), Golden, Colorado
May 8, 1997 - Central Rockics Area Trauma Advisory Council, Frisco, Colorado
June 11, 1997 - Eastern Plains Area Trauma Advisory Couacil, Cheyenne Wells, Colorado
July 8, 1997 - Pucblo Area Trauma Advisory Council, Pueblo, Colorado

Dr. Wachte! reports that the study conoept was well received, with few questions. The main
question was how it would afficot the current referral system, and if there was anything the outlying
facilitics noeded to do to facilitate the study. The study will not affect referral patterns.

4. CENTURA HEALTH TRAUMA SYSTEM: May 14, 1997. A mecting was held at the central
Centura offices, Denver Tech Centar, Englewood, Colorado 80011, with trauma personnel from all
the Centura hospitals in the state of Colorado. At that time, Dr. Waohtel again presented the DCLHb
protocol. He states there were 0o questions, but general support for the project.

ARUG 21 '97 7:22 PAGF . 00>
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UNIVERSITY OF LOUISVILLE DCLHb STUDY
Blood product may save lives

University of Louisville Hospital is among 35 major trauma centers that
are evaluating a new treatment for critically injured patients with severe
blood loss. The treatment involves administering an experimental blood
product to such patients, who face a major risk of dying despite the best
medical care. Baxter Healthcare, Inc., has developed the product, Diaspirin
Cross-linked Hemoglobin (DCLHb). Which is being tested during the
emergency treatment of trauma patients in shock. The trial, which is
authorized by the U.S. Food and Drug Administration, requires public notice
because it will occur under emergency conditions that may require an
exception from informed consent. This notice attempts to address
questions about the trial.

Q. Why is this trial being performed?

A. Seriously injured patients frequently arrive at the hospital in shock
with significant blood loss. Despite the best care medicine has to offer,
as many as 40% of the most critically injured patients will die from their
injuries. Studies suggest that DCLHb may improve the chance of survival
following severe blood loss. The product has the greatest chance of
improving survival and reducing complications when it is given
immediately after the beginning of catastrophic shock and bleeding.

Q. What is DCLHb?

A. DCLHb is a purified hemoglobin (the part of blood that carries oxygen)
preparation made from human blood that has become outdated on blood
bank shelves and is no longer usable for transfusions. It is filtered and
heated to reduce the risk of blood-borne infections including AIDS. DCLHb
may restore blood pressure, increase blood flow to vital organs and carry
oxygen to cells and tissues. Because blood typing is not required and the
product can be stored in the Emergency Department, DCLHb can be given
immediately after a patient's arrival, saving critical moments in
stabilizing a trauma patient.



]

Q. Does DCLHb replace the need for blood transfusion?

A. DCLHb is administered in addition to transfusions that may be needed
to treat the injured patient. (Since the product is made from human blood,
it would may not be suitable in treating patients whose religious beliefs
forbid blood transfusions.) All patients will still get all standard
therapies in this study, including blood, fluids and surgery. Although
DCLHb may someday reduce the number of blood transfusions required to
treat the injured, volunteer blood donations are still vital.

Q. What is an exception from informed consent and why is it necessary?

A. Because trauma patients in this study are so severely injured, they

will not be able to give their consent to participate. They are in critical
need of immediate litesaving treatment. The U.S. Food and Drug
Administration has granted an exception from informed consent in such
cases. They have carefully evaluated DCLHb 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 DCLHb when
informed consent is not possible.

We will make every attempt to obtain consent from legal representatives,
or family before DCLHb is given. Unfortunately legal representatives may
not be immediately available. All patients and their 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. There are no known risks to patients who
decide not to continue in the study. -.

Q. What are the risks and side effects of DCLHb?

A. DCLHb has been extensively studied in randomized trials involving more
than 700 patients over a four-year period to evaluate its effects. Of the
approximately 350 who received the drug, a few temporary side effects
were noted. These included changes in some lab test results, a temporary
and harmless yellowing of the skin (unrelated to liver damage), temporary
reddening of the urine due to the red color of DCLHb, nausea, and back,
abdominal and muscle pain. Blood pressure may be elevated following
administration; however, this may be beneficial to patients in shock,
whose blood pressure is dangerously low. Independent experts will



monitor patient safety throughout the trial. The University of Louisville
is participating in this drug trial because the benefits to severely injured
trauma patients may greatly exceed known side effects of the treatment.

Q. Who will be eligible to participate?

A. Approximately 25-30 patients with low blood pressure and in shock
from blood loss following traumatic injury will be enrolled at U of L over
the next 18 months. Approximately half of these patients will receive the
blood product along with other treatment. This product will be given only
to patients who have such major blood .Joss that standard therapy may not
be enough to save their lives. A total of 850 patients will be enrolled
nationwide at 35 trauma centers. This trial is being performed under the
guidelines and approval of the Institutional Review Board of the |
University of Louisville, and the U.S. Food and Drug Administration. No
additional charges will be incurred by patient as a result of participation.

We at the University of Louisville are excited about the potential that
products such as DCLHb may have to not only save lives. But also to extend
the useful life of a very scarce resource- human blood supplies. This
product is an example of how research can expand the safety net, and it is
another example of why blood donations are critical to help save lives.

Mary Nan S. Mallory, MD

Assistant Professor

Department of Emergency Medicine
University of Louisville :

852-5689
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s10tifics tha sponisor that an application
is required for an investigation.

(4)(i) A sponsor shall submita -
separuto IDE for any clinical
fnvestigation involviug an exception
fromn informed consent under § 50.24 of
this chapter. Such a'clinical .
investigation 13 not parmitted to procsed
withou! the prior writtan authorization -
of FDA. FDA shall provida such written
suthorization 30 days after FDA receives
tho IDE or earlier. .

(i3} If tho investigation iuvolves an -
exception from informed consent under
§ 50.24 of this chapter, the sponsor shall
prominently idontify on the caver sheet
that the investigation is subject to the
requirements in § 50.24 of this chaptec.

20. Soction 812.35 is amended by
adding s new sentence (o the end of
paregraph (a) to read as follows:

§81235 Supplemental applications.

{(a) * * * Whenever & sponsor intends
to conduct a clinical investigation with
an exception from informed consent for
emergency research as set forth in
§ 50.2¢ of this chapter, the sponsor shall
submit e separste [DE for such ..
investigation.

21. Soction 812.38 is amended by
adding a new parsgraph (b}{4) to read as
follows:

§812.38 Confidentallty of data and
Inforrnation.
- L] L ] - ]

e« & @ )

(4) Notwithstanding paragraph (b)(2)
of this soction, FDA make available
to the public, upon request, the
(nformaticn in the IDE that was required
to be filed in Docket Number 855-0150
{n the Duckets Managemont Branch
(HFA-308), Food en
Administration, 12420 Parklawn Dr.,
rm. 1-23, Rockville, MD 20857, for
investigations involving an exception
from informed consent under § 50.24 of
this chapter. Persons wishing to request
this information shall submit ¥ rquest
under the Freedom of Informstion Act.

22. New soction 812.47 is udded to
subpart C to read as follows:

§612.47 Emerpency ressarch under
§ 60.24 of this chapter.

{a} The sponsur shall monitor the
progress of all investigations involving
an exception from informed consent
under §50.24 of this chupter. When the
sponsut receives from the IRB
iaformatina conceraing the public
disclosuras under § 50.24(a)(7){ii) and
(a){71(iii) of this chapter, the sponsor

AN —

shall promptly submit to the IDE file
and to at Number §55-0158 in the
Dockets Mauagomant Branch (HFA-
305}, Food and Drug Administration,
12420 Parklawn Dr., rm. 1-23,
Rockville, MD 20857, copies of the
information that was disclosed,
identBed by the IDE number.

(b) The sponsor also shall monijtor
suck invostigations 1o determine when
an [RB detarmines that {t cannot,

approva tho resoarch becauss it does not

meet the critorfa In the exception in
§50.24(a) of this chapteror use of
other relevant ¢ concerns- The
sponsor pramptly shall provide this
information in wiiting to FDA
investigators whn sre asked to
putidrato In this or'e substantially
eav;dva oot clinical {nvaostigation and
other TRB's that are usked 10 zoview this
or a substantally oquivalent
investigation.

PART 814~PREMARKET APPROVAL
OF MEDICAL DEVICES'

23. The auﬁxorily clution far 21 R
part 814 is revised 10 read as follows:
dty: Soca. 501, 502, 503, 610, $13-
$20, 701, 702, 703, 704, 705, 708, 721, 801
of the Foderal Food, and Cosmetic Act

{21 U.S.C. 351, 352, 353, 360, 360c-340j, 371,

372, 373,374, 375, 379, 370e, 381},

3:; Section 814.9 is u':n:lx)zded by
redesignating paragraph (d) as
PW& (d)(1) and by adding new

paragraph (d)(2) to read as follows

§814.8 Conlidentiality of gats and
Information In a premarket spplication
(PMA) file.

CYIR) R

{2) Notwithsuanding ph (d}(1)
of this saction, FDA wi o available
to tho public upon requast the

information in the IDE that was required

to be filed in Docket Number 955-0158
in the Dockets Management Branch
(HFA-305), Food and Drug
Administration, 12420 Parklawn Dr.,
rm. 1=23, Rockville, MD 20857, for
invustigations involving an exception
from Informed conrent undor § 50.24 of
this chapter, Persons wishing to requasi
this infonnation sball submit a request
under the Freedom of Information Act.

L ] L] - - -
Dated: July 17, 1996.
David A, Kessler,

" Commissionar of Food and Prugs.

Donaa E. Shalals,

Secretary of Health and Human Sevices.
IFR Doc. 96~24967 Filed #-26-96; 8:69 um)
BILLING CODE 4180-01-F -

/" Walver of Informed Consent

{ Requirements in Certain Emergency

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

45 CFRPart46-— - ___

-

AGENCY: National Instititos of Hoalth.
HHS. ~

ACTION: Waiver.

SUMMARY: The Department of Hoalth and
"Human Services (HHS) (s announcing -
e waiver of the applicability of the
utle 45 CFR part 46 {protection of
human subjects) requirement for
obtaining and documenting informed
cunsent, for & strictly limited class of
resekrch {nvolving activities which may
be carried uut {n luman subjects who
are in need of emergency therapy end
for whom, becdusc of the subjects’
medical conditon and the
unavailability of logally autharized
ropresontatives of the subjects, no
legally eHfoctive informod consent can
b;:?;ino& Hovwlv;l;'1 b:icmu of
special regulatory limitations re to
research {nvolving prisoners (mll:::nac
of 45 CFR 40) end research  °
fuvolving fetusss, pregnant women, and
bumaag {n viwro fertilization {subpart B
of 45 CFR part 46), this waiver {s
inapplicable to thesa categories of
ressarch.

EFFECTIVE DATE: November 1, 1996.
FOR FURTHER INFORMATION CONTACT:

F. William Dammol, Jr., ].D. Senior
Policy Advisar. Office for Protection
from Research Risks, 6100 Executive
Boulevard, Suite 3B01}, Natdonal
Institutes of Health, MSC 7507,
Rockville, MD 20892-7507. Telephons
(301) 496=70085, ext. 203 (not a toll-free
aumbwer).

SUPPLEMENTARY msdm*nau:
Walver

Purauant to Section 46.101{i) of titlo
45 of the Code of Federsl tions,

the Secretary of Health and Human
Services (HHS) bas walvod the general
requirements for informed coasent at 45
CFR 45.116 (a) and (b), wnd s 46.408,

tu by referred to as the “Emergen
Rasaarch Conscnt Waiver,” for a cless of
research consisting of activitias®, each
of which have met the following stricily
limited conditions detailed under eithor

(a) or {b) below:

' Because of speniel reguistury limiwtions relating
to eosnacch involving prisonars {subpant C of 45 CFI
part 16), and resanrcy involving leluses, pragnant
women. and human in virro fentllizetion {subpait D
of 45 CF) paut 46}, this walver is inspplicadle 10
ttiese Categories uf resaarch.
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(r) Tho {=stitutional Raview Board
(IRB) responsidle for the review,

approval, and continuing roview of the
research activity has approved both the

activity and a waivaer of informed
consent and found and documented:

(1) that the resoarch activity is subject
t rogulations codificd Ly the Food and

Orug Administration (FDA) at Tite 21
CFR part 50 and will be carried out

under an FDA investigational new drug

application (IND) or an FDA

investigational device exemptian (IDE),
the application for whichi has clearly -

identifiod the protocols that would
{nclude subjuects who are unable to
consent, and

(2) that the reqriiromonts for excoption

from informed consent for emergency

research detafled in titlo 21 CFR section

$0.24 have been met rolative to those
protocols. or
(L) The IRB responsible for the

taview, approval, uud condnulng review

of the rescarch has approved both the
research and a walver of informed

consent and has found and documanted

that the research is not subject to

regulations codified by the FDA at titlg

21 CFR part $0 and found and

documented and reported to the Office

for Protection from Research Risks,
Departmont of Health and Human
Services, that the following conditons
have bean met relative 1o the research:
(1) The buman subjects are in a lifo-
throatonting situation, available
trestments are unprovan of
unsatisfactory. end the collection of
valid sclentific avidence, which may
include evidence obtained
randomized placebo-controlled

investigaions, is necessury to determine
the safety and effectiveness of panicular

interventions.

(2) Obuining informed cansent is not

feasible bacauso:

(i) The subjects will not be able to
give their informed consant as s result
of their medical condition:

(i1) The intorvention involved in the
research must be administercd bofora
consent from the subjects’ lagally
nudthorlzod reprasantatives is feasible;
and .
(iii) There is no reasonable way to
identify prospactively the individuals
likely 10 bucome eligible for
pardcipation in the research.

{3) Participation in the ressarch holds
vut the praspect of direct benefit to the

subjects Lecsuse:
(i) Subjects aro facing 2 life-

threatening situation that necessitstes

intervention. .
(ii} Appropriate animal and vther
preclinicst studics have boan

conducted, and the information detived
from those studics and related evidenca

support the potential for tha
intervention to provide & direct benefit
to the individual subjects; and

{iii) The risks asvociated with the
rosearch are reasonable in relnlion to
what is known about the medical
condition of the potential class of
sybjocts, the risks and henefits of
standard therapy, if any, and what is
known about the risks and benefits of
the pruposed intervention or activity.

(4) Thu rusearch could not practicably
be carrled out without ths waiver.

{5) The proposed research prutocol
dufines the langth of the potential
thernpautic window basod on scientific
evidonca, and the investigator bas
cornmitied to sttempting to contacta
logaily suthorized represontative for
sach subject within that window of time
and, if foasible, to asking the legally
authrnrized reprosentative contactod for
consent within that window rather than
proceadiog without cansent. The
invastigator will swunmarize efforts
made to contact reprosantatives and
make this information available to the
IRB at the time of continuing review.

(6) The IRB has reviewod aud
approvad informed conseal procedures
and an informed consent document in
accord with Soctions 46.116 and 46.117
of title 45 of the Code of Federal
,l.ina.fulnuons. These procodures and the

ormad consent document ase to be
usad with subjocts or their legally
acthorized representatives (n situations

where use of such procedures and
documents is feasiblo. The IRB has
reviowad and approved procedures and
information 1o be used when providing
an oppartuuity for & family member 1o
object to a subject’s participation in the
resaurch consistent with paragraph
{b)(71(v) of this waiver.

(7) Additional protactions of the
rights und welfare of tha subjucts will be
providad, including. et loast:

{i) Consultation {including, whoro
appropriate, consultation carried out by
the IRB) with representstives of the
communities in which the research wilt
be condutted und from which the
subjects will be drawn;

(i) Public disclosure 1o the
communities in which the resnarch will
he conducted and fromn which the
subjects will bo drawn. prior to
initietion of the research, of plans for
tho resenrch and its risks and expected
benefits:

(iit) Public disclosurv of sufficieat
information following completion of the
rasearch to apprise the community and
researchers of the study, including the
demographic characteristics of the
nesvarch populatinn, and it results;

(iv) Establishment of ap indeponde
data monitoring committee (o exercis
oversight of the research; and

{v) I obtaining informed consent i:
not feasibla and a logally suthorizad
represontative is not rasonably
available, the investigutor has
comnitted. if fvasible, to attempting -
contact within the therapeutic windc
the subject's family member wha is p
a legally authorized rupresentative, a
asking whether ho or she objects to t}
subject’s participation in the rescurct
The investigator will summarizs effo.
made to contact family members and
make this information available 1o th
IRB at the timo of continuing reviow.

In addition, the IRB is responsible
ousuring thut proceduros are in pluce
inform, at the eerliest foasible
apportunity, each subjact, or if the
subject remalins incapacitated, e Joga!
authorized representative of the subjc
or if such™a representative is not
reasonably available, & family memb.
of the subject's inclusion in the
research, tho dotails of the rosearch o
othor information contsined (n the
informed consant documsnt. The IRF

_ shall els0 ensure that there is a

procodure to inform the subject, or if
subject remains incapacitated, a {ogal
authorized representative of the subje
or {f'such a representative s not
reasonably available, & family mombe
that ke or shio may discontinue the
subject’s participation st any time
without penalty or loss of benefits to
which the subject is otherwise entitle
if @ legally authorizsd reprasentutive
family member Is told about the
ressarch and the subject’s conditfon
Lupraves, the subject §s also to be
informtd as soon as foasible. 1f ¢ subj
is entored into research with waived
cornsent and tha subjact dies beforv a
legally authorized reprosantative or
family membor can be contacted,
informution about the research isto b
providad 1o thé subject’s legslly
suthorized reprosentative or family
mernber, if feasible,

For the p ol this waiver
“family membes” meuns any one of ¢
following legally competent persons:
spouses; parents; children (including
adopted children); hrothers, sisters. a
spouses of brothurs und sisters; and a
individual related by Lload or affinit
whose close aysociation with the suby
is the equivalent of a fuinily
ralationship.

Backgtound

It had come to the attention of HHS
that thara are proposals (o conduct
certain rusearch. including Natiunal
lastitutes of Health (NTH) fuadad
rasaarch, which could nat go forward
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the context of the current HHS -
regulations for the protoction of bumsn
subjects (45 CFR pant 46), unlass certain
informed consont requirements of those
tegulations wore waived in accord with
tho waivor provisions provided ol 45
CFR 46.101(i). HHS carefully raviewed
the noad for the exercise of tha Section
46.101{i) waiver suthority in these
circumstances, and the requirements for
informed consent were waived by tha
Socretary in the {nstance of only one
specific multi-sita study of head injurics
which is currently underway (60 FR
38353). "

Tho Secretary {s now waiving the
informod consent requitements for the
class of rosearch activities and no longar
restricling the walver to a single )
resoarch project. This waiver provides
clear instruction as to when research in
emergency circumstances may proceed
without obtaining an individual
subject's informed consant. Elsewhoro
in this edition of tha Federa] Register,
the FDA {s publishing « final rule which
wnends FDA re ions to authorize s
noarly Idsntical waiver of informed
consont-in ressarch which {s regulated
by FDA. The jcint publication of these
actlons permit harmonization of the

HHS and FDA regulatioos regarding

research in emorgency cifcumstancss.

- The HHS waivér, just as the FDA -
rcgulatory change, provides 8 narrow
excaption to the requircment for
obtaining and documenting infarmed
conéenﬁmm cach human subjoct or his
or hor legally authorized representative
prior to initiation of rosearch if the
waiver ol informed consent is approved
by an IRB. Tha waiver suthorization
applias t0 a limited class of resoarch
activities involving human subjects who
are in need of cmargency medical

« Intervention but who cannot give

informed consent because of their life.
threatening medical condition, snd who
do not have available a logelly .
suthorizud person to represent thern.
The Sacretary, HHS is suthorizing this
waivar {n response to growing concerns
that currunt regulations, absont this
waiver, are making high quality research
in smergency circumstances difficult or
impossible to carty out ot & time whan
the need for such rescarch {s .
incroasingly recognized. ]

HHS notes testimonies to this offect
w to éﬂ the Subcommittes onu:d
ulstjon, Business Opportunities,

Technology, Committee on Small -
Buslnea:%.s. House of Representatives
(Washington DC, May 23,'1694); (U] the

g:diu;.m Confarence of Acute
suscitation Rusearchars (Wushingto
DC, Octobar 25. 1994); (Jii) the mougtinz
of Appliad Research Ethics Natiogal
Assuciadon (Boston MA, October 30
1994); (iv) the moeting of Public
Responsibility in Mediciue & Rasearch
(Bostan MA, Novewber 1, 1954); and (v
tho Food and Drug Admtalstration/
Natjonal Institutes of Health Public
Forum on Informed Consent in Clinical
Research Conducted in Emergoncy
Circumstancos (Rockville MD, Jsauary
9~10, 1995).

Periodic Review

A perfodic raview af the
implcmentation by IRBs of this Section
101{i} waiver will be conducted by e
Office for Protection from Research
Risks, National Institutes of Haglth, 1o
determine the adequacy of the waiver is
meeting its intended neod or if
adjustrnents to the waiver might be
necessary and appropriate.

" Dated: July 17, 1996.

Dorna E. Shalala,

Secowtary.

{FR Doc. 86-24968 Filed 9-20-06: 8:59 am)
BALMG CODS 4160044
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Baxter Healthcare Corporation
Model Information for Use in Community Consultation and Public Disclosure

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

The information in this document is provided in accordance with the U.S. Food and
Drug Administration (FDA) regulation, effective November 1, 1996: “Exception from
informed consent requirements for emergency research” {21 CFR 50.24). This
information is provided to aid in informing the publiic about the nature of this trauma
study, including the risks and potential benefits to patients.

Overview

Trauma is an important public health problem in today’s society. The effect of severe
trauma is immediate and catastrophic with approximately 150,000 people dying each
year due to trauma injuries. Many others suffer from prolonged illness. Advancements
in trauma care are necessary in order to make more likely the survival and complete
recovery of people suffering from severe traumatic injuries.

St Introduction

Patients who have experienced a severe traumatic injury often suffer from shock due to
excessive blood loss. Shock means the body is unable to deliver enough blood and
oxygen to all of the vital organs and tissues. When this happens, vital organs may no
longer be able to function correctly and death may occur as a result. This shock cannot
always be cured by medical treatments now available. The current medical treatment
often involves the rapid infusion of large volumes of different liquids such as saline (sait
water) and the transfusion of blood, to replace the fluid and blood loss. Immediate
surgery is often needed to repair the injuries.

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 unpredictable, a legally authorized representative is usually not
available to provide consent for the patient and contacting a family member is often not
possible. An exception from consent will be utilized when obtaining prospective
informed consent from the patient or their legally authorized representative is not
feasible, due to the critically short time in which the patient must be treated and DCLHb
infused.

DCLH kgroun

Diaspirin Cross-Linked Hemoglobin (DCLHb) is a purified human hemoglobin solution.
Hemoglobin is the protein in red blood cells that carries oxygen. The product is
prepared from units of human red blood cells from volunteer donors which have been
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tested and found negative for the viruses that cause hepatitis and AIDS. Also, the
DCLHDb is heated and filtered during the manufacturing process. These processes add
extra steps to make the solution safe from viruses.

DCLHb can be given immediately to a patient of any blood type. it does not need to be
cross-matched which must be done before giving blood. It can be easily stored in the
emergency department of the hospital so that it is available as soon as a patient
arrives. DCLHb carries oxygen and may improve oxygen delivery to the organs that
need oxygen the most. The delivery of oxygen to vital organs may reverse the
destructive effects of shock, and may allow for increased survival and complete
recovery of more patients who are severely injured.

Inform nsent Backgroun

The FDA, in cooperation with NIH, issued regulations that will allow for certain
emergency research to be conducted with an exception from informed consent in
response to growing concerns that the former rules were making it impossible to carry
out emergency care research at a time when the need for such research is increasingly
recognized. These 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 provide consent and the nature of the patients
medical condition requires immediate treatment.

Informed consent is the process which allows a patient to decide, after understanding
the risks and benefits of the research, whether or not he or she wants to voluntarily
participate. An exception to this consent requirement is a serious matter and in
response, the FDA and NIH have developed these regulations requiring additional
protections for the patients eligible for these research protocols. 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. The
additional protections include 1) consuiting 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 and 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 allow 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
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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.

DCLHb Preclinical Information

In the last 10 years more than 100 major preclinical studies have been performed with
DCLHb. Over 50 different academic and contract laboratories in North America,
Europe, and Australia have participated in preclinical research to investigate the
pharmacology, physiology, safety, and efficacy of DCLHb. DCLHb has been studied in
animal models of hemorrhagic shock, sepsis, stroke, myocardial infarction, balloon
angioplasty (PTCA), burn injury, and trauma. These include studies looking closely at
the safety of DCLHb and have shown that DCLHb may be safely infused into humans.

The knowledge gained from preclinical studies has led to the design of clinical trials that
will determine the ability of DCLHb to safely and effectively treat human iliness and
injury. All of the preclinical studies performed to date have been approved by the
review committees of the participating universities.

LHb Clinical Informati

In the over 700 patients who have participated in DCLHb studies to date, more than
350 have received DCLHb. The clinical studies have involved 26 hospitals or
universities in the U.S. and 8 other countries. During the 5 years of human clinical
work, 12 studies have been completed and 4 are currently underway. DCLHDb is or has
been studied in many different clinical settings, including hemorrhagic shock, trauma,
stroke, kidney dialysis, overwhelming infection, critical ICU iliness, acute anemia, and
peri-operative use, including orthopedic, cardiac, abdominal aortic repair, and other
major surgeries. All human trials include close monitoring for patient safety and all
studies were reviewed by the appropriate regulatory agencies and the Institutional
Review Boards (IRBs) or Ethics Committees (ECs) of the participating centers.

Allergic, renal, pulmonary, cardiac, neurologic, or infectious complications have not
been consistently seen with DLCHb use. Some laboratory tests have been noted to
change with DCLHb use, including proteins and enzymes that could indicate damage to
organs such as the pancreas and liver, or to muscles. In patients who have received
doses of DCLHb greater than 500 mL, blood amylase (an enzyme of the pancreas, a
digestive organ) and jaundice (yellow coloring of the skin) have been seen. The
jaundice starts soon after DCLHb infusion and usually lasts approximately three days
without the occurrence of any medical problems. Inflammation of the pancreas, or
pancreatitis, has been seen in four patients (two reported as serious and related to
DCLHb) who received DCLHb and two patients who did not receive DCLHb in these
studies.
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The initia! clinical trial of DCLHb in shock and trauma patients studied the infusion of
saline (salt water) or DCLHb in 139 patients (71 of the patients, 51%, received DCLHb)
with mild to severe shock. The trial was divided into three dose levels, 50 mLs,

100 mLs, and 200 mLs. Each dose level included approximately 40 patients
(approximately half received saline and the other half received DCLHb). In this trial,
the number of patients who died and the rate of side effects was not greater in patients
who received DCLHb.

DCLHb has been extensively studied in heart surgery patients and is currently being
studied in selected orthopedic surgery and abdominal aortic repair patients to test
DCLHb’s safety and effectiveness in preventing blood transfusions. DCLHb is also
going to be tested in a prehospital trial of hemorrhagic shock in trauma patients in
Europe.

The purpose of this research study is to find out how well this new hemoglobin solution
works in treating or preventing the harmful effects from the blood loss and shock that
occur with severe traumatic injury. The harmful effects of shock can include prolonged
ilness or death. This research study will include only severely injured trauma patients
whose death rate may be as high as 40% despite receiving the best medical treatment
available. In this study, all of the patients who participate will receive all of the currently
available therapies known to save lives following injury. Those patients who are given
DCLHb will receive it as additional therapy to the best standard therapies available.
DCLHb will be studied to see if using it prevents death and prolonged iliness in patients
who receive it. The standard treatment for severe trauma includes giving large volumes
of fluids and transfusion of blood through a vein. Surgery is often necessary to stop the
bleeding and repair the injuries. These standard therapies will be made available to all
of the patients treated in this research protocol, including those that receive the DCLHb.
The new treatment is to begin giving 500 mLs (1 pint) to 1000 mLs (2 pints) of DLCHb
within sixty minutes of arriving at the hospital. This is in addition to any standard
treatment required, including surgery.

If this study shows a clear benefit and little or no harm to patients, this investigational
solution may be cleared by the U.S. Food and Drug Administration (FDA) for use in
patients who suffer from shock as a result of severe injury.

t ian
In this trial, the patients will be randomly (like a flip of the coin) assigned to receive
either the DCLHb or an equal amount of saline (a salt solution currently used as a
treatment for shock). The order of assignment will be determined prior to any patients
being entered into the study so that neither the patients nor the patients’ doctors can
choose which solution is given.
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Saline is used during the emergency treatment for shock patients to help replace the
blood loss due to the injury. The patients who receive saline in this study will be the
control group. These patients will not receive DCLHb. All patients will receive the best
known current therapy for shock. The outcome (survival and illness) of patients who
receive saline will be compared to the patients who receive the DCLHb to see if the
addition of DCLHb to the current therapy improves survival and decreases illness.

This study will take place at approximately 35 trauma centers across the United States,
each of which will treat 20-30 patients in the protocol. Approximately 850 patients will
participate in the study. Participation in this protocol will not interfere with the timely
delivery of any of the lifesaving therapies currently available for treating severe
traumatic shock including the immediate infusion of resuscitation fluids and blood, as
well as emergency surgery if needed.

rimary Clinical Benefit Measuremen
L This study is designed to determine whether or not there is a decrease in 28
day mortality in patients treated with DCLHb compared to those in the control
group (not receiving DCLHb).

Sec linical Benefit M men

° This study is designed to determine whether or not there is a decrease in
serious iliness due to the harmful effects from the blood loss in patients
treated with DCLHb compared to those in the control group (not receiving
DLCHD).

° This study is also designed to determine whether or not there is a decrease in
24 hour lactate levels in patients treated with DCLHb compared to those in
the control group (not receiving DCLHb). Lactate is a byproduct of shock
caused by a lack of oxygen being delivered to tissues and cells.

° This study is designed to determine whether or not there is a decrease in 48
hour mortality in patients treated with DCLHb compared to those in the
control group (not receiving DCLHD).

Patien lati

The patients entered into this study will be a very small number of the total trauma
patients who are treated in trauma centers across the U.S. Most will have been treated
by emergency medical personnel prior to getting to the hospital and many wili still be in
shock despite the emergency care outside of the hospital. Patients will participate in
the study only after meeting strict entry criteria. These criteria are designed so that only
the most severely injured patients who have serious shock and lack of blood flow due to
bleeding will participate in the study. These patients are at the greatest risk of death.
Patients may be males or females who are believed to be at least 18 years old.

Patients with severe head injuries or whose heart has stopped in the hospital will not be
entered into the study.
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The DCLHDb or the control solution (saline) will be given to the patient no later than 30
minutes after meeting these strict criteria and within 60 minutes of arrival at the
emergency department.

Study Procedures

All standard therapies and procedures normally used to treat patients with severe shock
will be provided. These standard therapies include the immediate infusion of
resuscitation fluids and blood, as well as emergency surgery if needed. in addition to
standard therapy, patients will initially receive either 500 mL (1 pint) of DCLHb or saline.
The solution will be given through a vein, similar to the way in which blood is provided
to these shock patients.

After the first infusion of DCLHb or saline, the doctor will evaluate the patient's condition
and decide if additional infusions of fluid are needed. Up to two additional 250 mL (2
pint each) of DCLHb or saline can be given within 60 minutes after the start of the first
infusion in order to stabilize the patient's shock condition. Strict guidelines will be used
to decide whether the infusion should be stopped at any time in order to maximize the
patient's safety.

During the study, the doctor will collect information from the patient through physical
examinations and laboratory tests including urine specimens, blood withdrawn from a
vein, and blood withdrawn from an artery. These procedures are not significantly
different from the usuai tests done to evaluate and treat a patient in this severely ill
condition. Each blood sample drawn will be 5 to 15 cc in volume (between a teaspoon
and a tablespoon sized sample).

The healthcare team will also evaluate the patient’s vital signs (systolic and diastolic
blood pressure, heart rate, respiratory rate and effort) often during the first 48 hours of
the study. The patient will also have blood collected and vital signs evaluated at days
4, 7,10, 14, 21 and 28 after infusion. The patient’s participation in the study lasts for a
total of 28 days.

Informed Consent for this Study

The consent procedures followed in the protocol will follow the Federal Regulations set
forth in 21 CFR 50.24 “Exception from informed consent requirements for emergency
research”. The IRB from the hospital giving this presentation has reviewed this study
and has made sure that all of the rules are met and that they will be followed as the
study goes on. The IRB has found the following:
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*The shock from blood loss suffered by patients eligible for this study are in is life-
threatening and the current treatments are limited and need to be improved.

*The patients eligible for this study are not able to give informed consent because
they are in a severe shock state.

sInformed consent is not feasible before starting treatment with DCLHb because
DCLHb must be given as soon as possible within minutes of the onset of the severe
shock, in order to increase the patient's chance of surviving.

*The patients eligible for this study cannot be identified before they are entered into
the study because no one knows who will get hurt and end up in shock.

*The study is in the best interest of all severely injured trauma patients because their
life-threatening injuries require immediate treatment and DCLHb may improve their
treatment.

*Enough studies have been done with DCLHb to suggest that it may help trauma
patients.

*The risks in giving DCLHb are reasonable given the condition of the trauma
patients that is, the chance of DCLHb helping severely il shock patients is much
greater than the chance DCLHb will further harm them.

*This study could not reasonably take place without an exception to informed
consent.

+*An attempt will be made to contact a legally authorized representative for each
patient within the window of time before the patient needs to be entered into the
study, if feasible.

*An informed consent document is available for obtaining consent from the patient
or their legally authorized representative, if feasible.

«If the patient or their legally authorized representative is not available, an attempt
will be made to contact a family member of the patient’s within the window of time
before the patient needs to be entered into the study, if feasible.

Information is available to provide to a family member of the patient and the family
member will be able to refuse to allow the patient to be included in the study.
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«If consent is not feasible during the therapeutic window, the patient, their legally
authorized representative, or their family member will be notified of the study, as
soon as feasible, and may refuse to continue participation in the study for any
reason, at any time without any penalty. The patient's medical care will not be
affected by their decision, nor will they lose any benefits they might otherwise
receive.

Safety Monitori
An independent Data Monitoring Committee (members not affiliated with Baxter
Healthcare or the conduct of the study) will be established in accordance with the
Federal Regulations. Ongoing safety monitoring will be independently performed by
this committee during the enroliment of study patients. If major safety concerns arise,
the study can be changed so that patient safety can be maximized.

Potential Risk
As with most medical treatments, it is possible that DLCHb could cause reactions or
discomforts that were seen in previously completed animal and/or human studies with
various hemoglobin solutions. Possible reactions that may occur from infusion with
DCLHDb are:
e stomach pain (gas, bloating), stomach cramps, constipation, nausea or vomiting
shortly after infusions
e back pain or muscle aches
e temporary general weakness or discomfort, headache
e a red discoloration of urine caused by hemoglobin (the protein found in red blood
cells that carries oxygen)
e temporary elevation (rise) of certain laboratory test results; for example: proteins
and enzymes that could indicate damage to organs such as the pancreas or liver, or
to muscles
e temporary inability to do certain laboratory tests accurately
e temporary rise in blood pressure requiring treatment
e temporary jaundice-like condition (yellow skin)
e abnormal kidney function
e temporary increase in the time it takes for blood to clot
e small areas of damage in heart muscle, liver, or kidneys (only seen in some
laboratory animals)
e allergic reactions such as chills, elevated temperature, or skin rash

DCLHb has been studied in over 350 patients, thus far, including patients with
conditions other than severe traumatic shock, including patients undergoing various
surgical procedures including cardiac surgery, orthopedic surgery and abdominal aortic
repair, patients on renal dialysis and patients suffering acute ischemic stroke. However,
there may be risks relative to the use of this product that cannot be anticipated from
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such prior human use and the use of DLCHb could cause reactions (side effects) that
are currently unknown.

Also, patients with severe trauma are currently being treated with a number of therapies
including surgical and drug therapies. These currently used treatments carry
substantial risks in and of themselves, including death and permanent injury.

Because DCLHb is an investigational solution and the effects in pregnancy have not
been determined, risks to an unborn baby are unknown at this time. DCLHb will not be
given to patients who are known to be pregnant.

The risks associated with drawing blood include pain, bruising, lightheadedness, and
occasionally, infection. These risks are usually small. Some blood drawing will be
done through already-existing catheters {(tubes) left in the blood vein or artery. This
greatly reduces the painful part of repeated blood drawing. Insertion of a catheter
(tube) into a blood vein or artery will only be done if needed as part of the usual care of
the patient. This practice is typical for patients who are critically injured.

Benefits

Patients who receive DCLHb may have an increased chance of survival or of avoiding
serious prolonged iliness. However, there is no guarantee that this solution may benefit
those who receive it. The potential benefits to all of the study participants include
extensive medical testing and examination. Another important potential benefit is that
the information gained from this study could help patients who need this type of medical
care in the future.

Additional Costs

Special laboratory studies will be done on the blood samples, at the expense of the
researchers and at no extra cost to the patient. There will be no additional cost to the
patient for participating in the research protocol beyond the costs of the standard
medical care required to treat the patient’'s condition.

lternativ r men
It is important to note that all patients who participate in this study will receive the best
known current therapy for traumatic hemorrhagic shock, including the immediate
infusion of resuscitation fluids and blood and emergency surgery, if needed. In other
words, being a patient in this study will not hinder the delivery of any of the lifesaving
therapies that are currently used in patients with severe shock.

The alternative to participating in this study, is to receive the standard medical care that
critically injured trauma patients currently receive in the emergency setting.
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Additignal Information

Besides the risks and side effects described, additional risks that are not currently
known may arise. If additional side effects are discovered, the sponsor (Baxter
Healthcare) will notify each doctor participating in the study. The doctor will be
responsible for sharing this information with his/her patients.

Volun nti iCi

If consent from the patient or their legally authorized representative is feasible, the
decision to participate will be voluntary. If informed consent is not feasible, an attempt
will be made to inform a family member. The family member’s decision to include the
patient in the study will be voluntary. Even if the decision is made for the patient to take
part in the study, the patient may be withdrawn from the study at any time. The
patient's medical care will not be affected by this decision, nor will the patient lose any
benefits he or she might otherwise receive.

In addition, if consent is not feasibfe during the time in which DCLHb must be given, the
patient, their legally authorized representative, or their family member will be notified of
the study, as soon as feasible. Any of these parties may refuse to the continued
participation of the patient in the study for any reason, at any time without any penalty.
The patient's medical care will not be affected by their decision, nor will they lose any
benefits they might otherwise receive. If a patient decides to withdraw from the study,
all data collected from that patient will be used up to the time he or she withdrew. This
information is necessary in determining the safety and efficacy of the product and is
mandated by the FDA. Any patient who decides to withdraw, or declines to continue
participation in the study, will be asked to consent to a 28 day follow-up contact which
may be made by phone. Once a patient has declined to participate further in the study,
no other contact will be made with the patient unless a safety issue arises that requires
further contact. Information that is part of public record may be used.

A patient's doctor may withdraw them from a study at any time without their consent if
they believe that withdrawal is in the patient’s best interest. The study sponsor or the
FDA may also cancel this study at anytime.

Confidentiality

A patient's participation in this study will remain confidential. To make sure the
information from this study is accurate, the study sponsor (Baxter Healthcare), their
representatives (ClinTrials Research or other auditors), the Institutional Review Board,
the FDA, and other governmental agencies, may inspect the records concerning a
patient’s participation in this study. Information gathered from this study may be
submitted to governmental or regulatory agencies in other countries where the study
drug may be considered for approval. No patients will be identified by name as a result
of any audit or in any publication of information from this study.
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mpensation for rch-Rel Inj
Patients will not be compensated for their participation in the study. Any patients
physically injured as a direct result of participation in this study will be provided the
medical care needed to help them recover, at no cost to them, by the sponsor. No
compensation other than free medical care will be provided.

Con her Inf i

For any questions regarding this study, or patient's rights, please contact the doctor
responsible for the study at this clinical site.
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June 1, 1997 FOR IMMEDIATE RELEASE
. Randi Hansen
Ken Marshall

U of L MEDICAL SCE OOL, HOSPITAL, TO STUDY NEW
BLOOD-BASED MED [QAIIQN_E.QBIBAHMA_QAE -

LOUISVILLE, {y. - A newly developed product that may allow emergency physu:xa.ns to

more quickly treat traur ra patients who have suffered severe blood loss will be studied at U of L
Hospital by emergency : nedicine and trauma surgeon researchers at the University of Louisville.
The study of Diasprin Cross-Linked Hemoglobin (DCLHD) is set to begin later this mopth.

U of L Hospital will become the first hospital in Kentucky to use the hemoglobin-based
product to treat apptmo nately 20-30 trauma patients. Study criteria dictate that only the most
seriously injured patient s who hxve severe shock and bleeding have the opportunity to be
enrolled. These patients are at the greatest risk of death.

All patients will :ontinue to receive the best possible medical care currently available. The
DCLHD treatment will ke administered as additional therapy. The study, is nanonally randomized;
of those patients who fit the treatment parameters, approximately half will receive this additional
treatment step, the othe: half will not.

$

U of L has been wthorized by the U.S. Food and Drug Administration to study the
product in its trauma cei ter during a two-year clinical tial. U of L and federal research protocols
dictate that a patient mu it give informed consent before being enrolled in any clinical trial.
However, patients who liave suffered severe trauma and loss of blood — the type of case for
which U of L’s DCLHD study was designed - are sometimes not physically able to give informed
consent, nor can next of kin be located in time to administer treatment. L

In such cases, U >fL will utilize a waiver of informed consent recently authorized by the
FDA for just such contir gencies. The waiver allows U of L researchers at U of L Hospital to
administer DCLHD even before infqrmed consent can be given. The study was reviewed and
approved by a U of L co imittee that oversees the protection of human subjects in research.
Patients and their families, howeven, have the right to withdraw from the trial at any time after

- they have been informed

DCLHD is prepai ed from chemxcally modified human red blood cells. The product is
sterilized and pasteunzet and can be frozen for up to one year. Most importantly, it does not
require a cross match wi h the patients own blood and can be used on anyone.

|
l



09/10/97  11:57 FAX 502 852 0066 UofL EMERG MED OO ('] L

“Diasprin holds great promise for our patients with severe traumatic injury,” said Mary
Nan Mallory, principal investigator for the Kentucky DCLHD study, and a physician in U of L's
emergency medicine d« partment. During severe blood loss, Mallory explained, a patient’s 28-day
mortality rate increases because of damage to internal organs and tissues. “This study,” she added,
“is designed to determi e if the use of DCLHb can decrease the number of deaths that occur in
that 28-day window.” -

U of L Hospita is a Level I Trauma Center and one of 35 U.S. sites to be involved in the
clinical trial of DCLHb The product, manufactured by Baxter Healthcare Corp. in Deerfield, Ill.,
already has been tested extensively in the U.S. and abroad as a treatment for trauma, stroke,
kidney dialysis, overwt elming infection, critical ICU illness and acute anemia, as well as in
surgery to reduce the ned for blood transfusions.

A special telept one number, l-%%kb%—ggéﬁ has been set up to allow community
members to comment 2 ad/or submit questions. Callers who have questions can leave a message,
including their telephor e numbers, and a study staff member will answer such questions by return
phone call.. A mechani: m also is available to exclude from the study those who wish.

For more inforn iation, contact Randi Hansen at the Unjversity of Louisville School of
Medicine, (502) 852.7¢ 04, or Ken Marshall at U of L Hospital, (502) 562-4007.
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Ky. 40201-7431, no laler than noon Thursday.

An important message from the
University of Louisville School of : ,
Medicine and U of L Hospital =S mﬂﬁ”%“m”i:zﬁ“‘“ﬁw;
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After a decade of scientific vesearch, ample evidance exists that a
blood product known as Dvaspein Cross-Linkad Hemoglobin -
(DCLHb) may have lifesaving potential for severely injured patients.

The U of L School of Medicine’s emergency medicine and surgery T NG i .
departments at U of L Hospital has been chosen by DCLHb's Premium Copy Paper - Anti-Statid

manufacturer, Baxter Heatthcare Corp. of Deerield, IL, as one of 35 * 20 Ib. white paper, 83 brightness «45' X 53°

centers nationwide to test DCLHb's efbcttveness in treatlng lite- «500 snws of 81T X 11 39%

threatening blood loss that occurs from severe traumatis injury. o ‘5-'9”53’"“ 10> .

Just 20-30 Louisville-area patients will have the opportunity to $ 3 . 06000560 | = 4
er ream

. participate in this nationally mndomized smdy. Rasearch cdtena

x| ¥29

dictate that only the most seriously injured patients who have ™~ OficeMax Everyday Low Price _ per customer.
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greatestrsk for death. 5 / 2-SPEED MOTOR -~
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UK program testing dlfferent method

By Jim WARREN

- HERALO-LEADER MEDICAL WRITER

Another Kentucky hospital is
plunging into the potentially excit-
ing new world of artificial blood.

Doctors at the University of
Louisville Hospital say they'll start
giving an experimental new blood
substitute to selected trauma .pa-

tients later this month. It's part ofa’

two-year national study to evaluate
the hemoglobin-based product in pa-
tients suffer\ng from severe blood
loss,

Blood loss kills up: to 40 peroent
of patients with severe traumatic in-
juries. Even patients who survive
initial blood loss remain at risk of
death for up to a month because of
damage to internal organs and tis-

suaPmoftlctuhstodetanme

.whether the substitute blood can re-

duce deaths durmz thns penod. offi-
cials said,
The Umvers:ty of Kentucky

Hospital began’ testing a dnfferent

‘type of blopd substitute this spring

in pitients undergoing hieart bypass
surgery. The material UK is using,
made by Somatogen Inc.' of Califor:

- nia, is produced artificially by genet-

ically engineered bacteria, !

o
ol tsting Dissorn Coss:plood

ot
LY

e

U of L JOlIlSj bloo"d‘""sﬁbstltute

Lmked He which is
processed from human- blood that
has been stored i blood banks so
long it is “outdated.” It's made by
lllmms-based Baxter Heulthmre

: MaryNan Mallory,anasso«
tiate prof&or of emergency medi-
cine at U of L and principal investi-
gator' on'the study, said 20.to 30
trauma patients who have lost large

- amounts of blood will be given the

substitute, along with transfu-

sions of “real” blood. Only injury p:

tients who are at high risk of deat
from shock and blood loss will b

. enrolled in the study. she said.

" Several competing blood subst
tutes now are beéing evaluated a
medical centers nationwide. -

- All. blood substitutes basicall
eonsist of hemoglobin — the protei
irs red blood cells that carry life-gin
ing oxygen. No one has tried to ¢k

See BLOOD, B3
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) vélop a substitute for whole blood,

‘which is thought to be too oomplex

* to duplicate. - = ,
“ . FDA approval of blood substl

-tutes” for general use probably is
“four or five years- away. But
" biotechnical and .pharmaceutical

‘companies are trymg to get blood

.substllutcs into "the tstmg stage

now in hopes of cashing m on what
oould be a $25 billion-a-year market,
Diasprin Cross-Linked Hemioglo-

" "bm has been given to about 700 pa-

tients nationwide in early trials with
a few temporary .side effects, ac-

cording to U of L. These included
temporary but harmiless yellowing .

(" of the skin, temporary reddening of

Lt

tored for any problems, Mallory

_the urme. nausea and some back
- pain. »

While patxents wull be moni-

; said the'blood substitute's si gde of

“* “tdéts shiould be more than o
- -these advantages: -

LAY

set by
B The product can be given to

:f:-ahy regardless of blood type. No-

‘blo:dm'typmg is necessary, saving
.‘valuable nme i, thc emergency
- TOOm.

R ll‘eWer blood "transfusions

3

. would be needed, allowmg more ef-
ﬁcnentuseofbloodsx -

8 The blood subsmute is steril-
wed. elxmmatmg any nsk of spmd

»:BLOOD Search on for substltute

ing AIDS, hepatitis or othcr bloc d-
borme illnesses.

According to Mallory, U of L -

« will offer the blood substitute onty -
' to patients who arrive at the hosyi-

tal in.life-threatening shock fron
blood loss after traumatic injur,.
Half the patients will receive tle
blood substitute along with traci- |
tional treatments, and half will r»-
ceive traditional treatments alone.
Doctors will secure patients’

- consent before giving the blood su-

stitute. But in cases where a patient
is physically unable to give copsent,

.UofL Wl“ use a waiver of conserit .

authorized by the FDA for such si*-

" uations. Patients or their familics "

can drop out of the study any time
Awordmg to ‘Mallory, U of ©.
Hosp\tal is one of about 40 medical
centers nationwide that will test Di-
aspin’ Cross-Linked. Hemoglobin
over the riext two years. A total of

. about 850 patients will receive th2
‘blood substitute over the course of

the trial, she said. D
Bemuse of the unusual naturc
ofthestudy.Uothassetupa .

_special phone number that people ..

can call to submit questions or com-
ments. Callers can leave messages,
along with their phone numbers, -
and U of L staffers will call them.
back. They also can ask to be ex:

'cluded from the study. The fiumber
is (&l)) 763-4916 ’




2T d3S

£€s:21 L6.

§00°39vd 9900 TS8 TS

wwuiavaiie LUUCLED Journal
—a"" Hednesday, July 30, 1997

U of LL to test product that may save people who lose a lot of blood

bin has promise for restoring blood junctioa with blood transtusioas rath- the pew product and the other  The new prod duced of inf d t™ procedure re-
ItCOUld restore mremdmuhmumrph s than as a substinute for them. E:!mn et 4 salige solution. Both  Californig.frased B“:t'nglluluﬁ.{ cently Iudwdudbysu Food and
bloodpresure who have lost about half of their  Over the next two 20w 0 be monitared and got  Corp., shows promise of not only in- Drug Administration. The waiver was
. 'y biood from trauma. . trauma will be iacluded in reg blaod tests 10 wrack their cressing biood pressure bt also of approved for studies ia which the
ﬂCVWtOVItalorganS Mmonh}(mawhm the o D}a%:h Cress-Linked pu:?nu. i restoring the flaw to the vital temhlbmefusoumighmcpowm
biood loss die 28 days of thelr Hemog said Dr, Mary Nan Mal- allory sald Umt immediately after  Mallory said. I that happens, dam- cisks. Side effects from the blood
injury, in lasge part because of dam- lory, an sssistant professor in the & serious injury causing blood loss, ape from oxygen deficiencics may be guanmyhdudemaandpd-
DICK KAUKAS lgetomlmucuxd lsck of UetL medical schicol's emergency the body dends to direct circulation mueum’ﬁmmmfu the back, abdomen and muscles.
Covriec-Journal oxyges, is camied by the medicine department. primarily to the heart, liver, lungs patients might be reduced. Mallory said the new peroduct is

y

blood. . Mallory, who is head {avestigator and other vital argans — and ta limit While patienis' permiysion is usa-  used only at ibe beginning of treat-
; room 4 at the new product is made from out-  for the project, sald the number of blooﬁngm,e!!uﬁ::emkm'ﬁ he :):'_mmp'.nd 't'a i“d“tldml. in mﬂ!"i:c cb‘:.mmukwqm?:.k“s?ve
. . r . 3 35 continues, i exgeriments, e won' able to take it back” from
aanmgamlga&qthﬁky baaks. The blood is filtered. hested mu.o“zylbalmm who  body ~gives up,” Mallory said. Blood searchers will be able to use the patients who doa't want [0 continue

> . The ered severs loss are e drops and circulation no  product on palients even if they are  with the research,
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T RN L Assocmm?asss =7 that can be used on all patients,
= : " LOUISVILLE — "University ~without the need fo match 2 -
37 of Louisville researchers will start  blood type. It's used in conjunc-

testing a new product that they tion . with blood transfusions TR
hope will increase the survival - ‘rather than as a substitute for | R
g;tedofpaﬁmtsth;hgvehgta them. L I R
Jot of blood. 7 -: X " on  Mallory, head investigator for CARTLER I
. e ' 33?&62“3‘“1?&% the project, said the number of
Ve Ty 0. traumd patients will be in- oo o) test subjects is limited | .% -
-~ . : -7 7w+ cluded in the study‘of Diasprin: because only about three patients
- - Cross-Linied -Hemoglobin, said . who have suffered severe blood . .
tant professor in the U of L med- roomn each month. e
ical school's emergency medicine . - . T
e S o Half the patients in the study ©
. Preliminary. _studies have iy get the new product and the 5
shown that. - Dias Cross-  other half will get a saline solu- ~~ "u T T .
Linked Hemoglobin has promise tion. Both groups will be moni- ¥ -
for restoring blood pressure and  tored and get regular blood tests -
circulation to people who have to track their :
lost about half of their blood from - e
trauma. ;.- SR Mallory said that i iately
- half of patients with after a serious injury causir
severe blood loss die within 28 ‘blood loss, the body tends to di- .
days of their injury, in large part rect circulation primarily to the -
because of damage to vital or- heart, liver, lungs and rvital
gans caused by lack of oxygen. organs — and to limit blood flow -
which is carried by the blood. to the extremities, .. . - .
. The new product, produced T
. by Califarnia-based Baxter - But as blood loss continues, -
" Healthcare Corp,, is made from the body “gives up,” Mallory said.
outdated human blood stored in  Blood pressure drops and circula-
blood banks. The blood is fil: tion no longer is directed to vital
.- tered, heated and undergoes other _organs, causing them to be dam-
- treatment. The result is a product aged and many patients to die.
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Synthetic blood is new trauma treatment

By Randi Hansen
Staff Writer

" U of L researchers will study a syrthetic
blood product that may allow emergericy
physicians to speed treatment of patients
who have suffered severe biood loss.

The product, Diasprin Cross-Linked He-
moglobin (DCLHD), is prepared from
chemically modified human red blood
cells. It is sterlized and pasieusized, and
can be frozer for up to one year. Most
importantly, DCLHb can be used on any-
ong, and does not require a match with
the patient’s own blood type.

Study criteria dictate that only the most
seriously injured patients, those with se-
vere shock and bleeding, are efigible for
enroliment. These patients are at the
greatest risk of death.

All patients will receive the best medical
care available, stressed Mary Nan
Mallory, principal mvestigator for the Ken-
tucky study. The DCLHD treatment will be
administered as additional therapy. The
study is nationally randomized, which
means of those patients at all participat-
ing centers who fit treaiment parameters,
approximately half will receive this addv-
tiona! treatment step; the other half wilf- -
not.

*“Diasprin holds great promise for our
patients with severe traumatic injury,”
said Mallory, who also is a physician in U
of L's emergency medicine department.
Even after surviving severe blood loss,
Mallory explainad, a patient still risks
death in the first month due to the initial
damage to intemal organs and tissues.
“We want to find out through this study,”
she added, “if the use of DCLLHb can de-
crease the number of deaths that occur in
that 28-day window.”

The U.S. Food and Drug Administration
has authorized U of L to study the prcd-
uct in its trauma center during a two-year
trial. U of L and federal research proto-
cols dictate that a patient must give in-
formed consent before being enrolled in
any clinical trial. However, patients who
have suffered severe trauma and loss of

i Mary Nan Mallory

blood — the type of case for which U of
L's DCLHb study was designed —
sometimes are injured to seriously to
give informed consent, nor can next of
kin be located in time to administer treat-

~ ment.

In such cases, U of L will use a waiver
of informed consent recently authorized
by the FDA for just such contingencies.
The waiver allows researchers at U of L
Hospital to administer CCLHb before in-
formed consent can be given. The study
was reviewed and approved by U of L's
Human Studies Committee, which over-
sees the protection of human subjects in
research. Patients and their families,
however, have the right to withdraw from
the trial at any time after the?\{jave been

informed.

The committee also has outlined a
comprehensive “public disclosure” plan.
A three-week program of advertising and :
publicity is under way: its aim is to inform :
local residents of the study and the pos-
sible use of the FDA waiver.

A special telephone number, 1-800- ;
763-4916, has been set up to allow com- :
munity members to comment and/or sub- |
mit questions. Callers who have ques- |
tions can leave a message, including :
their telephone numbers, and a study .
staff member will answer such questions !
by return phone call. A mechanism also
is available to exclude from the study
those who wish.
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GREATER LOUISVILLE CONGREGATIONS

For Jehoval's Witnesses

1508 Beech Street
) : New Albany, IN 47150
Hospital Liaison Committee (812) 944-4789
F. Hewitt .
Chairman
944-4789
August 8, 1997

R.D. Caster
837.7022

Mrs. Mary S. Bennett RN, MSN
J. F. Gates
367-1608 Director of Guest Relations
RE. Perry University of Louisville Hospital
447-4886 530 S. Jack: on Street
C. R Price "~ Louisville, Kentucky 40202
7760307

Dear Mrs. | lennett:

If y ou should need any more of the material that you requested, please let us know as we
do appreci: te the interest that you have shown in our work, as well as the effort that you have
put forth ¢ improve onr corununication with your facility.

As we have often stated, our aim is cooperation and not confrontation; however, we feel
that the exj erimental treatment of patients as stated in the Courier Iournal_of July 30, 1997 will be
a problem (> be addressed.

As arly as 1993 our research revealed that this product prepared by Baxter Health-Care
Corporatior . was from blood whose shelf life had expired, and is essentially "recycled" for the use
stated in th: - article.

The "waiver of informed consent” as discussed in the article raises ethical and legal
concerns as o the correctness of this action, and whether FDA has the authority to initiate such.
Clearly, mo e vigilance on our part will be required to deal with any situation that may develope.

Thi . seems to be an appropriate time to make a request for a list of doctors that are
favorable to treating Jehovah's Witnesses in the field of Anesthesiology, Neonatology, Oncology,
Radiation C ncology, Orthapedics, and any other area where blood could becorne an issue so that
we can direi t our people to these cooperative doctors, when necessary.

We 1re not expecting any miracles, only reasonable, alternative treatment.

Tha 1k you for your very efficient handling of our problems in the past, and we look
forward to an improved and continuing interchange along with positive solutions.

Yours Sincerely,
Louisville Hospital Liaison Committee
502 852 0066 PAGE.ee4
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Departr int of Emergency Meadicine School of Medicine
Univarsity of Louisville
Louisville, Kentucky 40292
(502) 852-5669
FAX: (502) 852-0066

UNIVERSITYof IOUISVILLE

September 2, 1197

Louisville Hospi al Liaison Committee

Greater Louisvilla Congregations for Jehovah's Witnesses
1508 Beech Struet

New Albany, IN 47150

Dear Liaison Committee,

| received a cop/ of your letter addressed to Mary Bennett, Director of
Guest Relations tor University of Loufsvitle Hospital, concerning
Diaspirin Cross-linked Hemaoglobin, the product produced by Baxter
Heaithcare Corpcration. | understand why your committee would have
concerns about this hemoglobin based product. You may be aware this
research protoco excludes patients who have known objections to blood
or blood product::.

It is our institution's practice to examine personal effects of a patient
that is admitted and is unable to comrunicate with the hospital
personnel. With this in mind, it is imperative to reiterate to your
congregations, in this area, to carry an identifying card in their
wallet/purse. We have found, in the past, this is the most successful way
to identify a per:on’'s transfusion wishes.

The University of Louisville Hospital and its personnel want to carry out
each and every ratient's wishes. If you have any additional questions or
concerns please do not hesitate to call 1-800-763-4916.

Mary Nan Mallory, M.D.
Assistant Profes;or
Department of En ergency Medicine

SEP 22 '97 12:54 502 852 0066 PAGE.Q06
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JW

GREATER LOUISVILLE CONGREGATIONS

For Jehovah’s Witnesses
1508 Beech Street
New Albany, IN 47150
Hospital Liaison Committee (812) 9444789

F. Hewitt
Chairman
9444789

R.D. Caster
897-7022

J. F. Gates
367-1608

R. E. Perry
4474886

C. R, Price
7760307

September 8, 1997

Mary Nin Mallory, M.D.

Assistant Professor

Depart nent of Emergency Medicine
Univere ity of Louisville

Louisvi le, Kentucky 40292

Dear D:ctor Mallory:

Thank you for your prompt reply concerning Diaspirin and your comments which
clears (p the matter to our satisfaction. We also appreciate the reminder about our
Advanc e Medical Directive as we stili have training to complete with our folks so that
they wili be diligent in this matter.

Your policy of respecting a patients rights is greatly appreciated, for often a
facifity will be obstinate in this regard and create trauma for all concerned.

if there is any occasion where some in your group are curious about our stand
and wa 1t to interact with us, we would view this as a priviledge and an opportunity to
create In atmosphere of mutual understanding.

Yours Sincerely,
e Slew T

Chairman
Louisvil e Hospital Liaison Committee

SEP 22 '9T7 12:54 502 852 0066 PAGE.©007
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AUG-13-1997 13:48 WAVE 3 NEWS

© MOGLOBIN
AITER=ast

PAGE#=21
NEWSCAST=11

TALENT=CHO/LLY
GRAPHIC=
(***CRAIG ***)

A NEW PRODUCT BEING TESTED IN EMERGENCY ROOMS ACROSS THE COUNTRY MAY SAVE

YOUR LIFE.
{(*** ORI ***)
IN THE NEXT FEW MONTHS, A SELECT GROUP OF TRAUMA PATIENTS IN WAVE COUNTRY

WILL RECEIVE A MODIFIED HEMOGLOBIN CALLED D-C-L-H-B.
WAVE THREE NEWS REPORTER ANDREA STEPHENSON EXPLAINS.

TAKE PKG
FONT=U of L Hospital/Louisville
FONT=Dr. Mary Nan Mallory/Attending Physician

FONT=Andrea Stephenson/Reporting

OUTCUE=SOC
RUNS=

TOTAL=00:16
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" _-.P HEMOGLOBIN

~  RITER=ast
ZAGEf=
NEWSCAST=

IN ROOM 9 AT U OF L HOSPITAL, THE EMERGENCY STAFF TREATS THE AREA'S MOST
CRITICAL PATIENTS: THEY HOPE RESEARCH ON A NEW HEMOGLOBIN PRODUCT WILL INCREASE
SURVIVAL RATES BY 20%.

(tape :12) (("the patients most sick, those are the ocnes in the study, they have
lost a large percentage of their blood’s veolume through trauma, blunt trauma
like in a car accident or punctures like gunshots and stabbings."))

RUNS=00:13

THE PRODUCT, CALLED DCLHB...HAS BEEN SHOWN TO SPEED OXYGEN TO VITAL
ORGANS WHEN PATIENTS HAVE LOST A SIGNIFICANT AMOUNT OF BLOOD. TEE CHEMICALLY
ALTERED HUMAN HEMOGLOBIN PRODUCT IS MADE FROM EXPIRED BLOOD FROM BLOOD BANKS...A
PHARMACEUTICAL COMPANY HAS FIGURED OUT A WAY TO TAKE RED BLOOD CELLS-THE QXVYGEN
CARRYING CELLS- AND PURIFY THEM.

(TAPE 25:14 stand up) (("The hemcglobin will be used in addition:to all the other
essential fluids, it does not require a cross-match and can be used on
anyone."})

runs=00:10

ADDITIONALLY, DOCTORS SAY DCLHB. CUTS DOWN ON TRANSFUSION RELATED
INFECTIONS AND REACTIONS. ANOTHER BENEFIT EMERGENCY CARE WORKERS SAY WILL HELP
THEIR PATIENTS IN THE LONG RUN.

e

pe 9:18) (("We‘'re still seeing patients die in Intensive Care in the first
nonth from damage done to organs in the first hour before their holes are fixed.
We want to reverse that trend, and we hope this is it."))
runs=00:14

ANDREA STEPHENSON, WAVE THREE NEWS.

OUTCUE=soc
RUNS=

TOTAL=0Q1:18
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- T HEMOGLOBIN
RITER=ast
ZAGE#=
NEWSCAST= -
TALENT=LLY
GRAPHICS=
(***wRIti'*)
THE PRODUCT WILL RBE GIVEN IN ADDITION TO BLOOD...
DOCTORS WILL PICK THE PATIENTS THEY THINK WILL BENEFIT FROM THE NEW PRODUCT.
IF FAMILY MEMRERS DON’T WANT THEIR LOVED ONES TO PARTICIPATE IN THE STUDY,
THEY CAN DECLINE TREATMENT AT ANY TIME.
TOTAL=00:13
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CONTACT: Frank Raczldewicz
EMAIJL: raczki@A1.1SD.UPMC.EDU
Susan Manko
PHONE: (412) 647-3555
FAX: (412) 624-3184
FOR IMMEDIATE RELE-ASE
UPMC TO STUDY BLOOD SUBSTITUTE EN TRAUMA PATIENTS

PITTSBURGH, July 1 ~ Rescarchers st the University of Pittsburgh Medical Cenzer
(UPMC) are participating in 2 study % determine the effectivensss of a2 new blood substitute in
the treatment of trauma patients with severe blood loss. It is hoped that this experimental
blood substitute will help to reduce deaths from trauma. About 40 sites pationwide are
participating in the study.

A patented, experimental blood substitute will be given 10 trauma patients to treat the
bacmaful side effects of severe blood loss and possibly prevent death. This study is made
possible by guidelines recently adopted by the Food and Drug Administration (FDA) that
allow consent to be waived ip studies of emergency therapies for patients in life-threatening
situations. Due (o the nature of this study, patiens consent may not be possible.

Obtaining advance consent from family membecs also will be difficult because the
blood substitute must be given within one hour of hospital arrival. Patients or their family
members will be notified as soon 28 possible abont the study and given the ogtion of whether

or 1ot to contimue.

-1more-

3811 O'Nara Street, Pittsburgh, Panneyivania 15213 412-624-2607 412-847.3555 Fax: 412-624-3184
Jans Duffield, Direclor  Home phong: 412-563-7058
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Page 2-

About 20 parients will be earolled ia the study at the UPMC. Half will ceceive the
blood substitute and half will receive a saline solution. Patients also will be given all curcent
standard treauments.

The blood substitute, developed by Baxwer Healthcare Co;p;raﬂou, is derived from
human red blood cells. A specialized filtration and heating process allows the finished product
to be safe from viruses. The solution carxles oxygen and therefore has significant application
potential in trauma situations where lacge amounts of blood loss can result in a lack of ox)"gen
to vical tissues. It is easily stored io emergency departments and can be immediately
transfused in trauma patients.

For additiona) information about the Undversity of Pittsburgh Medical Center, please
access our website at hap:/Awww.upme.edu.

& ¥ #
k\7-1-97
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= »uwmewoms  UPMC TO STUDY BLOOD SUBSTITUTE

» SEARCH IN TRAUMA PATIENTS

» UTILITIES/HELP PITTSBURGH, July 1, 1997 -- Researchers at the University of
Pittsburgh Medical Center (UPMC) are participating in a study to

» DIRECTIONS determine the effectiveness of a new blood substitute in the treatment
of trauma patients with severe blood loss. It is hoped that this

» CONTACT experimental blood substitute will help to reduce deaths from trauma.

About 40 sites nationwide are participating in the study.

A patented, experimental blood substitute will be given to trauma
patients to treat the harmful side effects of severe blood loss and
possibly prevent death. This study is made possible by guidelines
recently adopted by the Food and Drug Administration (FDA) that
allow consent to be waived in studies of emergency therapies for
patients in life-threatening situations. Due to the nature of this study,
patient consent may not be possible.

Obtaining advance consent from family members also will be difficult
because the blood substitute must be given within one hour of
hospital arrival. Patients or their family members will be notified as
soon as possible about the study and given the option of whether or
not to continue.

About 20 patients will be enrolled in the study at the UPMC. Half
will receive the blood substitute and half will receive a saline
solution. Patients also will be given all current standard treatments.

The blood substitute, developed by Baxter Healthcare Corporation, is
derived from human red blood cells. A specialized filtration and
heating process allows the finished product to be safe from viruses.
The solution carries oxygen and therefore has significant application
potential in trauma situations where large amounts of blood loss can
result in a lack of oxygen to vital tissues. It is easily stored in
emergency departments and can be immediately transfused in trauma
patients.

#H#H

MEDIA CONTACT: Frank Raczkiewicz
TELE: (412) 647-3555

FAX: (412) 624-3184

EMAIL: RACZKI@ALISD.UPMC.EDU

Top of Page | News Bureau Home Pag

News Releases | Archives | Biographics | Contact The News Bureau
. UPMC Home | Search | Utilities/Help | Directions | Contact the UPMC

© 1997 University of Pittsburgh Medical Center
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Univ Of Pittsburgh To Study Baxter's Blood Substitute >BAX

112 Words
1227 Characters
07/02/197
12:16
Dow Jones News Service
(Copyright (c) 1997, Dow Jones & Company, Inc.)
PITTSBURGH (Dow Jones)--The University of Pittsburgh Medical Center
said it will participate in a study to determine the effectiveness of

* Baxter International Inc.'s (BAX) blood substitute in treating trauma
patients with severe blood loss.

In a press release Wednesday, University of Pittsburgh Medical Center
said about 40 sites are participating in the study.

* Baxter Healthcare Corp.'s patented, experimental blood substitute,
derived from human blood cells, will be given to trauma patients to
treat the side effects of severe blood loss and possibly prevent death.
Due to the nature of the study, patient consent may not be possible.

Baxter is a medical products and services company.
(END) DOW JONES NEWS 07-02-97
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* UPMC to Study Blood Substitute in Trauma Patients
304 Words
2317 Characters
07/02/97
11:18
PR Newswire
(Copyright (c) 1997, PR Newswire)

PITTSBURGH, July 2 /PRNewswire/ -- Researchers at the University of

Pittsburgh Medical Center (UPMC) are participating in a study to determine the

* effectiveness of a new blood substitute in the treatment of trauma patients

* with severe blood loss. It is hoped that this experimental biood substitute
will help to teduce deaths from trauma. About 40 sites nationwide are
participating in the study.

* A patented, experimental blood substitute will be given to trauma patients
to treat the harmful side effects of severe blood loss and possibly prevent
death. This study is made possible by guidelines recently adopted by the Food
and Drug Administration (FDA) that allow consent to be waived in studies of
emergency therapies for patients in life-threatening situations. Due to the

— nature of this study, patient consent may not be possible.

Obtaining advance consent from family members also will be difficult because
* the blood substitute must be given within one hour of hospital arrival.

Patients or their family members will be notified as soon as possible about
the study and given the option of whether or not to continue.
About 20 patients will be enrolled in the study at the UPMC. Half will

* receive the blood substitute and half will receive a saline solution. Patients
also will be given all current standard treatments.

* The blood substitute, developed by Baxter Healthcare Corporation, is derived
from human red blood cells. A specialized filtration and heating process
allows the finished product to be safe from viruses. The solution carries
oxygen and therefore has significant application potential in trauma
situations where large amounts of blood loss can result in a lack of oxygen to
vital tissues, It is easily stored in emergency departments and can be
immediately transfused in trauma patients.

For additional information about the University of Pittsburgh Medical
Center, please access its website at http://www.upme.edu.
/CONTACT: Frank Raczkiewicz, email, raczki@A1.ISD.UPMC.EDU, or Susan
Manko, 412-647-3555, or fax, 412-624-3184, both of UPMC/
11:03 EDT
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Researchers to study blood substitute in trauma patients@E

he University of Pitesburgh Medical Center (UPMC), Pittsburgh, Pa., is one of about 40 sites

nadonwide that have been asked to help determine the effectiveness of a new treatment for
trauma victims with severe blood loss. The study involves a patented, experimental blood substitute
that will be given to adule patients with life-threatening injuries. The blood substitute, developed
by Baxter Healthcare Corp., will be given for emergency weaement along with standard therapy,
including blood. The blood substitute is derived from human red blood cells and is heated and
filtered to make it safe from viruses. Typical side effects seen in other studies include temporary
increase in blood pressure, yellowing of the skin, and reddening of the urine.

The U.S. Food and Drug Administration (FDA) requires that new drugs and therapies be tested

in human pateass before approval for markedng. Padens or their family members must give their
consent before taking part in a research study. Recently, the FDA ruled that under strict circum-
stances unconscious patients whose lives are in danger or for whom there is no one avajlable to
consent may be given experimental reaoment when there is no proven alternatve therapy.

In accordance with the revised FDA guidelines, UPMC researchers would like to make this experi-
menta] blood substicute available to unconscious trauma patients who do not have a family member
available for consent. Padenes or their families would be nodfied as soon as possible about their
inclusion in the research study.

The FDA requires potendal study sites to notify the public for comment before the study may
proceed. Please address comments to:

Andrew Peitzrnan, MD or Dennis Swanson, MS
Department of Surgery, Room A-1010 University of Pittsburgh

UPMC Insttutional Review Board

200 Lothrop St. 219 Nese-Barkan Building Annex
Piwsburgh, PA [5213-2582 3811 O’Hara St.

or call (412) 648-9560 Pittsburgh, PA 15213-3593

or call (412) 647-7644

UNIVERSITY of PITTSBURGH
MEDIcAL CENTER

P7238 X}/RD 7797
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Information Summary for the City of Pittsburgh Commission on Human Relations

Study Title: The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin (DCLHb™)
in the Treatment of Severe Traumatic Hemorrhagic Shock

Overview

Physicians at the University of Pittsburgh Medical Center (UPMC) plan to take part in a
clinical research study of a modified human hemoglobin (blood) solution made by Baxter,
called “diaspirin cross-linked hemoglobin” (DCLHD). The subjects in this study will be
victims of severe traumatic injury (for example, a motor vehicle accident or a gunshot
wound) who are brought to the emergency room in shock with life-threatening blood loss.
All subjects entered into the study will receive all available standard treatments for their
injury. Im addition, half of the subjects will receive DCLHDb through a vein, and the other
half will receive a salt-water solution. The subjects will be carefully monitored.
Independent experts will monitor safety throughout the study. At the end of the study, the
number of subjects in each group who survive will be compared, to determine if DCLHb
saved lives.

Under a new regulation of the Department of Health and Human Services and the Food
and Drug Administration, this research may be done with an exception to the usual
procedure for obtaining a subject’s written consent to participate. The study physicians
and the University of Pittsburgh Institutional Review Board are seeking your questions
and comments, on behalf of the community, about this research.

DCLHb

To survive, the body’s vital organs and tissues must have a constant supply of oxygen.
Oxygen is breathed into the lungs, where it is transferred to small blood vessels.
Hemoglobin is the part of the blood that carries oxygen through the blood vessels to the
tissues. When life-threatening blood loss occurs, the body may have too little hemoglobin
to carry enough oxygen for survival. The usual treatment is to give fluids and blood that
has been donated and stored. However, stored blood loses some of its ability to carry
oxygen and may cause allergic reactions if it is not matched to the victim’s own blood
type. DCLHD is a modified hemoglobin solution made from human blood cells that have
been filtered and pasteurized. These processes add extra steps to make the solution safe
from viruses. DCLHD can carry more oxygen than stored blood and does not need to be
matched to the patient’s blood type. Just like stored blood, it must be given immediately to
replace lost hemoglobin when life-threatening blood loss has occurred.

DCLHD has been studied in patients for four years. These studies have included many
different types of patients, including those with trauma, shock, stroke, kidney failure,
critical illness, overwhelming infection, acute anemia, and major surgery. Over 700
patients have participated, of which more than 350 have received DCLHb. These studies
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have involved 26 hospitals or universities in the United States and eight other countries.
Before DCLHD can be accepted as a standard treatment, however, its effectiveness must
be tested even more extensively in patients.

Study Subjects

The subjects in this study will be adult victims of severe traumatic injury who are brought
to the UPMC Trauma Center and have shock with life-threatening blood loss. With
standard available treatments (fluid therapy, blood transfusion, surgery), about 40% of
victims with this degree of injury will die. Victims of any race, ethnic group, sex, religion,
or HIV status will be equally eligible for the study. Only patients who are younger than 18
years, are pregnant, object to the use of blood products (Jehovah’s Witness), have severe
head injuries, or whose heart has stopped will be excluded from the study.

Study Procedures

Subjects in the study will receive all standard treatments and procedures normally used to
treat severe injury and shock, including fluid therapy, blood transfusion, and surgery if
necessary. In addition to these standard treatments, subjects will be randomly chosen (like
a coin toss) to also receive either DCLHDb or a salt water solution. The solution will be
given through a vein, similar to the way in which blood is given.

During the study, the physicians will collect information from the patient through physical
examinations and laboratory tests, including urine samples and blood samples withdrawn
from a vein or an artery. These procedures are similar to the usual tests done for a patient
m this severely ill condition.

The study team will also evaluate the patient’s vital signs (blood pressure, heart rate,
breathing rate, breathing effort) several times during the first 48 hours of the study. On
days 4, 7, 10, 14, 21, and 28 after the study starts, additional blood samples and vital sign
measurements will be taken. The patient’s participation in the study lasts for a total of 28
days.

Consent Procedure

Research on emergency treatments like DCLHD is difficult to do, because the treatments
must be given immediately, the subject is often unable to respond, the subject’s family may
not be available, or the subject’s identity may be unknown. In the past, such research was
done without the subject’s consent. In 1993, however, all emergency research without
consent was stopped until a new federal regulation could be developed that would offer
more protection of subjects’ rights. Many experts in the fields of medicine and ethics were
involved in developing this regulation. After a period of public commentary on the new
regulation, it became final in November 1996. The regulation states that under certain
circumstances new treatments may be tested in emergency situations before written
consent is obtained. It requires that (1) each subject may benefit by participating in the
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study, (2) the new treatment has the potential to save lives of future patients, (3) current
treatments for these patients are not very effective, and (4) the study could not be done
with the usual written consent procedure. The FDA determined that this study of DCLHb
meets these criteria.

As soon as an eligible subject for the study is identified in the emergency room, every
effort will be made to obtain the consent of the subject or a family member or legally
authorized representative before giving DCLHDb. If, however, consent cannot be obtained
in the required time frame for giving DCLHb, DCLHDb (or salt water) will be started
before consent. As soon as possible, the subject or a family member or representative will
be notified about the study. If that person does not want the subject to remain in the study,
it will be stopped immediately.
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The Efficacy Trial of Diaspirin
Cross-Linked Hemoglobin (DCLHD) in thes.!'
Treatment of Severe Traumatics

is sli i “ar W
Hemorrhagic Shoe « [This slide will be that of a Car Wreck}:

Andrew B. Peitzman, M.D.§ Principal Investigator:
Marilyn J. Borst, M.D.; Co-Principal lrwcsngator
Co-lavestigatory

Anita Courcoulas, M.D,

Donald Yealy, M.D:

W. David Watkins, M.

Objectiv

* To determine if the death rite in this patien

* 150,00 peeple die ezch year due to traumatic injuries:s population ean be reduced by 25%-%
* Effect of severe trauma is immediate and catastrophies

* 40% of victims with scvere traumatic injuries will digs: Who will bencfil:

 Each paticnt may benefit3
+ Potential to save the lives of tmuma patnents -

¢ Current treatments are not very effectiv

What is DCLHb

» Modified human hcmoglobin solutionstes

[This slide will be that of a Bag of DCLHB# A
(one of Baxter’s slides) Juinic.

¢ Carrics oxygemw
¢ May increase delivery of oxygen to tissues:#

* No need for cross-match to pancnt s blood type -
¢ Can be given immediatel

* Longer storage lifes
¢ Can be stored anywhe




* This study has been fully reviewed and clearcd by thew:
Food & Drug Admmlstranon (FDA), including th
safety informatio

+ DCLHb has been studied cxtensively in patients fors
4 ycars .

» DCLHb safety has been favorably reviewed by over 25
Intcmal Review Boards (IRBs) and aumerous:
regulatory agencics around the worldsss:

What are the side-effects

* Temporary changes i seme lab test results
(no clinical effec:s; S

o * Temporary yellowing of skin:
) (break-down product of DCLHb)

¢ Temporary red color in urin
(DCLHEL is red)

* All patients wili receive all standard therapi
- intravenous flui
— blood transfusionsais:
- surgery, if necessary:

¢ In addition to standard therapie
- 172 of patients will receive DCLHbA
~ 172 of patients will receive a salt-water solution

* Random equal chance (like a coin toss) to I‘CCCIV% -
cither DCLHD or salt-water solutiomazs=:-

|
|
i

* Independent experts will momtor panen
safcty during the studys B

* Positive risk/bencefit profile in this stud

. Study;'Specifics S

* Inclusion criteria.;

- victims ‘of severe traumatic injury who hav
fife-threatening blood loss &

~ victims.of any race, ethnic groups, sex, rellglon. HIV status
- 18 years of age or olderiésy: :

- Jow bloobd pressure and rapid heart rate
- evidence of insufficient oxygend

Estimated 2-4% of all trauma paticn

» Exclusion criteri
- younger than 18 years:
— Pregnant sty
- object to the use of blood producx 7
* (Jehovah's Witness;

~ severe head injurysiz:

— imminent deathe i
~ hospitalization >60 minutes prior to infusio
~ known injury time >4 hours prior to infusion:




Why do we need to do this study witha
Exception from Informed Consent24

Difficult to obtain prospective consen
~ traumatic injuries occur unexpectedly»
~ yictims may be unconscio

— identity is often unknowrps

- little time to contact family mcmbcrl kgal rcprcsentatweﬂ'% :

~ treatment must be given promptiyss

* FDA has given approval for this study to be L.wa
with exception from informed consented

If unable to obtain consent prior 1o infusionikis:

* notify patiezt 7 fzamily member Jegal representativens:
as soon as feasible:

* allow them to express their wishes to elthc

(1) continue full participationt in the studys

(2) cov pacticipationlimited to safety ubscrvauons;z
meading the determination of basic huahh:
condition 2 28 day:

(3) discontinueparticipetiongees

[This slide will be that of an Accident Scene}

~will use this slide to make concludin
remarks that we hope this new tx wilk:
improve future care of trauma plssgs

How will we artempt to obtain informed consent2::

* ldentify patient by any possible.mean g

* Altempt la contact famnly memberl legalsg
representativesssso

- social workersusss:

Who will be participating in this stud

* Multiple umvcrsny and commumly medlcal cemc

[The following slides wiil be Extra Slides ¢

have in case they are necded during lhc
discussion session e . -
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PITTSBURGH COMMIBSION ON HUMAN RELATIONS

MINUTES
May 5, 1997

Atteadance: Harry Xunselmen, Chair
Pathar Loc Yallone ramels Golden
Curtis Smith B. J. Samson
Christine Williams Robert McClenabsn

Elizabeth Pittinger Johis B. Grice
. Charies Honse, Ir.

Swft: Charles Mocrison, Direotor

Conande Mlskis Zatek Yaocy Mlles
Gaorge Montos

Kevin Trower, Legal Counsel

Guestx: Marianne Jackson, Mayor's Office
Dave Coldberg, Conurolier’s Offios
Coustance Wellons, foxmer Commissionor
Becnie Coben-Soott, forver Commisiscner

1. CALL TO ORDER

The meeting Was called 0 ordar at spproximately $:38 p.x. by Harry
Eunssiman, Chair.

L ADOPTION OF MINUTES

Commissicoss Kucselmes sskad that en additionsl sentsace be aoted on pege 4
mmamwmoonw *Commlsdoner Samson io
Mm&e&mmwm hmoﬁnromcouuomu
Commissicner.” He slso goted that several ’ scrars must to be correctsd,

before distributing the official Minutes of the mesting.

With the sbove sdditicn snd cotrections noted, the Minutes of the April

Commiion mocting were unnsisously adopied upon moticn of Commiasicasr Jobn Grice
and second by Commissioner Chesies Hoaas, Jr.

L INSTITUTIONAL REVIEW BOARD REQUEST FOR COMMENTS

Dr. Dennla Swanson of the University of Pittebwayh Institutional Review Board
MWWOINWMM&M Dr. Pistaman, Dr.
WWQNQDWLR Delbtidge, Jeaonis Barvas and Dy. Watking., Dr.
Botscht presented a moru.ummmormcw

Hemogoblia (DCLHD) ia the Treatment of Severs Trmmatic Bamorrhage Shock.

Tt D2 AT v, AA 2aC 000 Noce mAsAr Ase
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CHR Minuotes
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Dr. Boracht stated that DCLHD is & solution of modified buman hemogoblin
which bas been cleansed of individaal properties. In laboratory tests and during the first
four years of olicical study, this sobution has been administered to more tban 3560 ,
patients and has been offoctive in incrensing the oxypen 10 tismes. Mafor benefits
iicludod the facts that oo croes-matching is seedad and the solation can be given
immediately. In addition, it does 1ot need to be refrigerated and ey be stored for up to
oot year. Hutnan blood must be refrigernted and hes u siorage lifo of oaly one moath.
Side effects are minimal snd include temporsry yellowing of she skin and/ar red-colored

In the proposed study st the University of Pittsburgh, DCLHD, or 2 placebo
consisting of st water, will be sdministared st random $0 paticats over 18 years of age
with life-threatening Joss of blood tn the immediate stages of traume. Onoe it i»
determined that & trauma victim meets sslected criteria, e envelope will be opeoed
indicating whether or not thet parson is to receive DCLED or the salt water solation. All
other treatmeats for Injuries sustained will remain standerd for trose njuries. Patients
ezacloded fram the stody are thoss udder 18, pragnant womes xnd those with severe head
injuries of facing tmminsnt death.

Dr. Borwcht explained that the natusw of life-threstening injuries is soch that
prior approval end consent carmot always be cbtained pefor to sdministering the
schution. Every attempt will be made to obtain consent from the patisat or family us
suon as possible. Once g petiont, or the fawmdly, has beva informed they may cbooe to
continue with die tteatment folly of i & limited capacity or iscontisge it completely.

Approzimataly 40 other treuma Centats ¢round the country sre ting
this stady, therefocs, 8 broad cross-section of the population (s ed. In the
Pittaducgh servios urea, $0-30 patisats may be salected withio @ ope-year period; ooly
half will receive the DCLED solution. Right now, this solution can ealy be sdministered
at tbe tranme centers involved in the stady, but latar, {4 can be given unywhere,
incioding on the fisid during war or calamity.

Commissicoer Pittngec indicatod that legal guardizns (of mentally baadicapped
individuals) cannot give coussat foe human ressarch; such peruiission or lack of ohjection
must be sought from s family membaer. Dr. Swenson agreed this may prove x drawback
1n some inatances and will check farther with their attomeys.

‘The Institational Raview Board is comprizad of membars of the commanity with
broad backgrounds (o madicsl, legul znd other fields and 1ts their sole responafbility to
Getermine if the proposed txial is reascnably etc.  The Commisgionary wuce sauzed
that there is no lighility on the part of the Co jon for serving ¥ « sounding board
for community input and comment. I the Conmission decided ot 10 participate in the
at snother lovel. Notice of this stody will slso be advertised in the local press. It is
anticipated that actusl start dats of the study will bs withia next several weeks. ‘

TOTAL P.@8

'S7 18:45
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PERTINENT COMMENTS: PITTSBURGH COMMISSION ON HUMAN RELATIONS

IRB #970422: Efficacy Trial of Disspirin Cross-Linked Hetoglobin (DCLHD) in the
Treatment of Severe Traumnatic Bemormhagic Shock, Andrew Peitzman, PL

May s, 1997
1.  Re Exclusion Criteria

'S How wil] investigators know tr advance of study encoflment if vaconscious’
umratponsive sabjects it 2 18 years old, Jehovah's Witness. Recognized that this
may be impassible but must d/c from study as soon as respactive status is
sscextained.

b. Re: parsons dechared incepacitated by the court and assigned ¢ legally authorized
represectative (LAR). I the Commonwenlth of Pennsylvania, LARS sre not
ypenmitied 10 provide coosent for paticipation in medical cero/rosearch,
Recogaized that it may be tupossible to detormine incapacitated status prior to
curollment in smdy, but must &/c for study as s0on s rospective starns is
sscertainad.

2. Re:  Racial/Gendar Contiderstions

L There may exist a racial/gonder imbalance regarding the prevalkence of severe
trauma, Feace, stady amroliment may Dot ropresent Sppropriaie cross-section of
population. (Peitzman ocoxuments: no macial imbalence; geoder imbalance does
extst. Multicenter design should adequatcly address conoam.)

b. Does risk/benafit ratio of itervention diffcr smong mces/ctbmic groups?
(Peitzman commenty: [lanoglobin is northal sebetrats that does not differ
between racewethmic groups therefore no difference cxpected. No specific data
from prior human stodics demonstoating & diffaence.)

3. Will subject astigned to receive placebo (saline) solation receive a substandard of care?
(Peitzman commant: All sobjects will recaive stendaxd of care with added administratioa
of test drug or placabo.)

4 More difficult to identify/locate families of homeloss, enderprivileged individnals
(Peitzman comment: There ig an equal difficulry firding Gamilies of trxuma victims )

JuL 25 'S7 108:44 286 8839 @965 PAGE.BQG4
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Newscast, July 10, 1997
Channel 4, WTAE TV
6 p.m. newscast

Introduction: A news anchor introduced the product “Well you’ve heard it before, a serious
shortage at the blood bunk, only it seems to be getting worse, that’s the bad news. The good
news, a new blood substitute could one day ease the strain. Medical Editor Marilyn Brooks
reports.”

Scene switches to people giving blood at the Downtown Central Blood Bank

Marilyn Brooks: “At first glance things seem normal. People are giving, but a closer look reveals
it’s not enough.”

Janis Nickleach, Blood B.nk: “We've been below normal operating level since Memorial Day
Holiday and we’ve not heen able to rebound.”

Marilyn Brooks: “It takes 700 units to supply hospitals. The numbers fall far below. Blood is at a
premium in Pittsburgh und the nation.”

Janis Nickleach: “Older generations are becoming increasingly unable to donate and the younger
generations aren’t picking up the slack.”

Marilyn Brooks: “That could eventually hurt patients like 42 year old Gregg Hnat, a head on
collision May 28, ripped open his liver and main aorta. Surgery and 44 units of blood saved him.”

Scene switches to the bedside of Gregg Hnat

Gregg Hnat, Trauma P.tient: “Means a lot, very much, I can’t wait to give some.”

Marilyn Brooks: * It litcrally saved your life.”

Gregg Hnat: “It really did. I'm very lucky to be here.”

Marilyn Brooks: “He wouldn’t be here without blood and that makes the constant shortage a
major concern. But help may be just around the corner within the next month or two. Doctors
and Trauma Units across the nation are going to be testing a new blood substitute on trauma
patients with severe blood loss. It’s called Diaspirin Crosslinked Hemoglobin and it has one job,
that is, to save the lives of people who could otherwise die from massive blood loss.”

Scene switches to a microscopic photo of blood

Marilyn continues: “Diaspirin is actually purified hemoglobin, the protein in red blood cells that

carry oxygen. Its less volume and research shows that it might actually be better for trauma
patients rather than the large volumes of whole blood they traditionally received.”



Scene switches to interview

Dr. Fred Hachelroad, Jr., Allegheny General Hospital: “This product allows us to give a small
volume of a *medication’ really, that carries oxygen equivalent to a large volume of blood.”

Dr. Donald Yealy, University of Pittsburgh Medical Center: “I don’t think it will be a monumental
change in trauma care, but I think it’ll be the first step in helping to correct a problem that right
now we only have one intervention, and that’s the precious product of blood.”

Scene switches to a newsroom

Marilyn Brooks: “Nearly 150,000 people die every year from trauma injuries -- how many more
suffer from prolonged illness. This advancement could make a difference under the new FDA
consent requirements, however, Doctors can only use the blood substitute with community
consent and they're workimg on that. Meanwhile, the blood bank needs what we all can give and
a lot of patients will be very, very, grateful if we can give it.”
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|7 towm) College of Medicine
' University Hospital - Children's Hospital
The Milton S. Hershey Medical Center

Section of Travma/Critical Care Surgery Department of Surgery

I Stanley Smith. Jr. MUDL FACSL FEC.CM. The Milton S. Hershey Medical Center
Robert N Cooney, MUDLFEACS, The Pennsylvania State University
Peter Mucha e, MDD FACS. P.O. Box 850

Sandradee Blosser. M.D.L F.C.CP. Heeshiey, Pennsylvania 17033-08350

Telephone: 1717y S31-4404
(T17y 5316241
Teletax:  (THT) 3313049

July 11,1997

Ms. Jean E. Vary

HSPO, Institutional Review Board
Room 6509

The Milton S. Hershey Medical Center
Hershey, PA 17033

RE: The Hemassist protocol Community Consultation

Dear Jean,

The first community consultation regarding the exception to inform consent for the hemassist
protocol was held on July 5, 1997. The participants in this community consultation included Mr.
& Mrs. David Richardson of Susquehanna Township, Harrisburg, Mr. & Mrs. Stewart
Rutherford of Susquehanna Township, Harrisburg, Mr. & Mrs. David Werner of Eagles Mere,
PA, Mrs. Diane Spahr of Danville, PA, Mr. & Mrs. Daniel Hrabko of Eagles Mere, PA and Mr.
Thomas Shannon, PhD., Professors of Ethics of Worcester Polytechnic Institute, Worcester, MA.

The protocol was presented to the group who represent communities including rural
Pennsylvania, middle class central Pennsylvania, and bio-ethics. The product was discussed, the
principals of the protocol were discussed with the group and the exception to informed consent

was discussed at length as it would relate to the members of the group as well as their families
and or their children if applicable.

The members of the group were unanimous in support of the protocol and for a product that

would be of minimal risk and potentially life saving would support the exception to informed
consent.

No major objections to the protocol or to the informed consent were placed.

[n further related matters regarding the public information aspects of this protocol, letters to the
Editor of the Harrisburg Patriot news and the Lebanon newspaper have been sent. An article has
appeared in the Lancaster Intelligencer Journal. The protocol has been reviewed on WITF radio
news. [t has also appeared on a program called “Heart of the Matter” airing nationally. [t has
also appeared on AMA radio news as of July 8, 1997. The protocol has also been presented

A Bguasd Opporuniy Canverats
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Ms. Jean E. Vary

RE: The Hemassist protocol Community Consultation

twice on WGAL-TV 8 news from Lancaster, not on the basis of our Center but from the Lehigh
Valley Hospital which is also a participating Center in the multi-institutional trial.

The Community Consultation groups and public information appears to be progressing

satisfactorily.

We still need to develop Community groups including the African-American and Hispanic

populations of our area.

Please file this report with the protocol as a measure of our compliance with the Community

Consultation and Public Information Program.

Sincerelv

L L-»/?

J%anley Siith. Jr., MD. FACS, FCCM
Ptofessor of Surgery
Chief, Section of Trauma/Critical Care Surgery

JSSikmk

jeanvary_hemassist

cc: Office file on Hemassist Protocol
ChinTrials and/or Baxter Health Care
Maggie Shumate
Marsha Langan
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m College of Medicine
University Hospital - Children’s Hospital
The Milton S. Hershey Medical Center

Section of Trauma/Critical Care Surgery Department of Surgery
J Stanley Smith. Jr.. M.D.. FA.CS.. EC.C.M. The Milton S. Hershey Medical Center
Rohert N Covnes. MDD EACS. The Pennsyvivania State University
Peter Mucha, Ir. MEDOFANCS. P.0. Box 830
Sandralee Blosser. MD . FC.C.P. Hershey, Pennsylvamia 1 7033-0850)
Telephone: ¢717) 3314404
July 17, 1997 Iy 53162410

Teletax:  (717)531-3649

Rev. A. Ronald Stiscia
1852 Market Street
Harrisburg, PA

Dear Rev. %3 /‘ -

Thank you for agreeing to participate as part of our community consultation program for the
upcoming HemAssist clinical trial.

Enclosed you will find several documents related to this trial including a transcript of a radio
broadcast that [ did for a national radio network show, “The Heart of the Matter”. This should
help to explain what this product is and what we are attempting to learn from this study. Also
enclosed is a copy of our consent form for those people who will be able to give us consent

directly for the study, as well as consent forms for family and the notification of the patient that
they participated in such a study.

Please understand that this is a new form of therapy and that the blood substitute will be used for
only the most severely injured patients whose life is threatened and who have a poor chance of
survival. This drug will be given in addition to all of the best current standard therapy that we
can offer a patient that is this severely injured.

We are very concerned about the welfare of these patients and do not wish to usurp the rights of
patients to determine their treatment. However, we also recognize that it is often not possible to
obtain consent in life threatening situations and many times these people come to us without
information so that we can contact their families in a rapid manner.

If this product is to be of use for the future, this is the group of patients who are going to have the
best chance to benefit from it. Unfortunately, this is also the group of patients who currently
have a 40 percent chance of dying from their initial injuries. If we are to improve the care of
these patients and increase the survival rate, we must be able to test new products on those

— populations that will be most in need of these new products. Our goal is to protect human rights
and at the same time be able to facilitate study into these acute, life threatening conditions.

An Equal Opportunity Enisersity
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Rev. A. Ronald Stiscia
July 17, 1997

So far this product has been tested in both animal studies and human studies using both normal
human volunteers as well as bleeding patients. The product thus far appears to be safe and non-
toxic and now needs to be evaluated for its effectiveness.

[ would ask that you would read these pages involving the protocol summary and the transcript
of the radio program and the ‘consent forms and, if you have questions or comments regarding
any of these forms please note them on the particular form and return them to me.

I would also be happy to answer any questions regarding the study or these forms. I can be
reached at 531-4404 during normal daytime hours. Please do not hesitate to call if you have
questions.

[ am extremely appreciative of your time and help in this matter.

(% CQ

J Stanley Smjth, Jr., M[J,;ACS, FCCM
Professor of Surgery

Chief, Section of Trauma/Critical Care Surgery
The Milton S. Hershey Medical Center

Penn State/Geisinger Health System

Sincerely,

JSS/kmk

ARonaldStisciaHemAssist71797
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ETX College of Medicine
' University Hospital - Children’s Hospital
The Milton S. Hershey Medical Center

Section of Trauma/Critical Care Surgery Department of Surgery
J Stanfey Smith. Jr. MDLFA.CS..FC.C.M. The Milton S. Hershey Medical Center
Robert N Cooney. MUDLUFACS. The Peansylvania State University
Peter Muchi Jr MDD FACS. P.O. Box 830
Sandralee Biosser. M.D.FC.C.P. Hershey., Peanss tvania 17033-08350
Tet ohone: (7170 3314404
July 17, 1997 (71713316241

Teletax: (7171 330-3649

Mr. Sam Sherron
4119 Fawn Drive
Harrisburg, PA 17112

Dear Mr. Sherron:

Thank you for agreeing to participate as part of our community consultation program for the
upcoming HemAssist clinical trial.

Enclosed you will find several documents related to this trial including a transcript of a radio
broadcast that I did for a national radio network show, “The Heart of the Matter”. This should

“help to explain what this product is and what we are attempting to learn from this study. Also

enclosed is a copy of our consent form for those people who will be able to give us consent
directly for the study, as well as consent forms for family and the notification of the patient that
they participated in such a study.

Please understand that this is a new form of therapy and that the blood substitute will be used for
only the most severely injured patients whose life is threatened and who have a poor chance of

survival. This drug will be given in addition to all of the best current standard therapy that we
can offer a patient that is this severely injured.

We are very concerned about the welfare of these patients and do not wish to usurp the rights of
patients to determine their treatment. However, we also recognize that it is often not possible to
obtain consent in life threatening situations and many times these people come to us without
information so that we can contact their families in a rapid manner.

If this product is to be of use for the future, this is the group of patients who are going to have the
best chance to benefit from it. Unfortunately, this is also the group of patients who currently
have a 40 percent chance of dying from their initial injuries. If we are to improve the care of
these patients and increase the survival rate, we must be able to test new products on those
populations that will be most in need of these new products. Our goal is to protect human rights
and at the same time be able to facilitate study into these acute, life threatening conditions.

An Equal Opporunity University
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Sam Sherron
July 17, 1997

So far this product has been tested in both animal studies and human studies using both normal
human volunteers as well as bleeding patients. The product thus far appears to be safe and non-
toxic and now nceds to be cvaluated for its effectiveness.

I would ask that you would read these pages involving the protocol summary and the transcript
of the radio program and the consent forms and. if you have questions or comments regarding
any of these forms please note them on the particular form and return them to me.

I would also be happy to answer any questions regarding the study or these forms. I can be
reached at 531-4404 during normal daytime hours. Please do not hesitate to call if you have
questions.

[ am extremely appreciative of your time and help in this matter.

Sincerely,

J Stanley Smiith, Jr., MD, FACS, FCCM
Professor of Surgery

Chief, Section of Trauma/Critical Care Surgery
The Milton S. Hershey Medical Center

Penn State/Geisinger Health System

JSS/kmk

samsherronHemAssist71797



Abstract Form (17 Oct 95)) CIC No.

T

CUINICAL INVESTIGATION COMMITTEE [IRB] - PENN STATE COLLEGE OF MEDICINE
Human Investigation Abstract Form (must be typed)

Abbreviated Title (max. 2 lines of 80 characters each)

Hamassist as an adjunct in the treatment of ssvers hemorrhagic shock

Principal Investigator: J Stanley Smith MD Dep’t./Div: Trauma Surgery
Study abstract. Summarize the study succinctly, using these headings: (1 Rationale, (2) Key Objectives, (3) Study
Population [including controls]. 4) Major Inclusion and Exclusion Criteria. 15) Allocation to Groups (if o). (6)
Procedures. (7] Major Risks & Discomforts, and (8; Corfidentialicy. {nderline several kevwords. Use onfy one page.

Rationale: Despite optimal current trauma care, death rates remain high (40%) from severe
hemorrhagic shock (Class 5 or 4) where 30-50% of the blood volume is lost. Diaspirin Cross-linked
Hemoglobin solution (DCLHb or Hemassist) is a novel pasteurized human hemoglobin in buffered
electrolyte solution with properties to restore blood volume. increase perfusion, carry oxygen, and
increase blood pressure when given intravenously following hemorrhage.
Objective: Use DCLHD solution as a supphement to the best current standard resuscitation therapy
to determine efficacy in reducing mortality and morbidity from severe traumatic hemorrhagic shock.
Since the DCLHb is suspended in a balanced electrolyte solution. an equivalent volume of normal
saline will be used as a volume and procedural control. Since the test article is colored red. the
treating team will not be blinded, but the analysis team will be blinded. All current standard trauma
therapy will be provided to the patient including fluids, blood and surgery regardless of treatment
group. Besides the IV infusion of DCLHD, the only additional patient procedures for the research
are blood draws.
Study Population: This is a multicenter trial attempting to enroll 850 patients from 40 trauma
enters. Our goal would be 24 patients locally over a 12 month period. The randomization is 1:1

DCLHD vs. Saline. Randomization is by envelope draw at time of enroliment.
Inclusion criteria: Patients 18 years ofd or greater with signs of severe hemorrhage plus one of
the following appearing within 60 minutes of trauma center arrival:

1. BP <90 with heart rate > 120

2. BP <90 with HR < 60 in premorbid rhythm

3. Base deficit >15.
Exclusion Criteria:  Minors, pregnant women, isolated head trauma. severe head injury with
evidence of mass effect or herniation, shock due to spinal cord injury, pulseless arrest while in
hospital, imminent death precluding resuscitative efforts, known objection to use of blood or blood
products. hospiralization of > 60 minutes before infusion or more than 4 hours since accident.
Procedures: Once infusion criteria are met. the randomization envelope is opened to reveal
DCLHb or saline and infusion of 500 cc. test solution via a dedicated [V line must be accomplished
within 30 minutes. If the patient is still in shock at the end of infusion, another 250 cc. is infused.
If the patient remians in shock, this may be repeated once more for a maximum of 1000cc. test
solution dose. Meanwhile and subsequently, all standard trauma care is provided including fluids,
drugs, blood, and surgery.
Efficacy endpoints: Between group analysis of 28 day all cause mortality. organ dvsfunction,
blood utilization. hospital lengths of stay. ventilator days and cost.
Consent: This study meets the FDA requirements for Waiver or Exception to informed consent.
Confidentiality: The usual confidentiality applicable to medical records applies. (see attached)




Protocol
Date :

CONSENT FOR CLINICAL RESEARCH STUDY

The Milton S. Hershey Medical Center
The Pennsylvania State University
College of Medicine

Title of Project: The Efficacy Trial of Diaspirin Cross-Linked Hemoglobia (DCLHb) in the
Treatment of Severe Traumatic Hemorrhagic Shock (THS 95.1)

Principal Imvestigator: J Stanlev Saith, M.D.

Other Investigators: Robert Cooney, M.D., Peter Mucha, M.D., Kvm Salness, M.D., Gordon
Kautfman, M.D.. Robert Conter, M.D. Walter Koltun. M.D., Jerry Glenn, M.D., Margaret Shand,
R.N., Marcia Langan, R.N,, Jann Mulac, R.N., Silvia Gosik, LPN, Grant Bochicchio, M.D.,
Marcelo DaSilva, M.D., Sandralee Blosser, M.D.. Sara Service, RN.

This patient information and consent form is for use irnt a research study that involves patients in
need of emergency therapy who do or do not have, because of their medical conditios, the legal
ability or capability to consent to their participation. When the patient cannot legally consent to
participate, their represertative should read the form knowing the pronouns “I” and “me” refer
to the putient for whom they are signing.

This is to centifv that I, . have been given the following
information with respect to my participation (or the participation of ___ [patient's
name], whose rzlationship to me is ) as a volunteer in a program of

investigadon under the supervision of Dr. J Stanley Smith. Throughout the remainder of this
consent form, the terms "1, "me", or ""my" will refer only to the patient).

1. Purpose of the Studv: [ am being asked to take part in this research study because [ have a life-
threatening injury causing severe blood loss and shock that requires immediate therapy. Different
intravenous solutions (liquids) are available to treat blood loss and shock. This research study
involves an investigational solution, called diaspirin cross-linked hemoglobin (DCLHB,
“HemAssist™) used to treat patients suffering from severe traumatic blodd loss shock. This solution
is not yet approved by the U.S. Food and Drug Administration (FDA) and will not be approved
until certain tests show the solution is safe (will not harm me) and effective (has good results). This
study will answer these questions. Approximately 850 patients will take part in this study at 40
hospitals. Approximately 20 patients will take part at this hospital.

The purpose of this research is to determine how well this new hemoglobin solution treats or
prevents the harmful effects of blood loss due to severe injury which include shock, severe illness,
organ failure, or death. The standard (usual) treatment for severe traumatic shock due to blood loss
includes giving intravenous fluids, including blood, rapidly through a vein plus medications and
surgery. as needed. The research will give as an addition to the usual treatment 300 mls (1 pint) to

Page 1 of 6
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Blood (1 teaspoonful to a tablespoonful) will be collected for laboratory tests as previously
indicated before receiving any study solution and at the end of the infusion. One tablespoonful of
blood will also be collected for laboratory tests at the following times: 2, 6, 12, 24, 48 hours; and 4,
7, 10, 14, 21, 28 days after the infusion.

[t T am a woman of child-bearing potential, I agree to have 2 pregnancy test done before study drug
administration to establish that [ am not pregnant.

3. Discomforts and Risks: As with any treatment, it is possible that HemAssist could cause
reactions or discomforts. These were seen in previously completed animal and/or human studies,
or seen in studies using other hemoglobin solutions (solutions similar to HemAssist). Possible
reactions that may occur from infusion with HemAssist are:

stomach pain or cramps(gas or a bloated feeling) or constipation

nausea or vomiting shortly after infusions (temporary)

allergic reactions such as chills. elevated temperature, or skin rash

general weakness or discomfort, headache, back pain, or muscle aches (temporary)

temporary rise of blood pressure that may require treatment

temporary jaundice (yellow skin) caused by breakdown of the hemoglobin

a red discoloration in urine caused by passage of the hemoglobin

abnormal kidney function

temporary elevation (rise) of certain laboratory test results; for example proteins and

enzymes that could indicate damage to organs such as the pancreas or liver or to muscles

¢ temporary inability to do certain laboratory tests accurately due to interference by the
hemoglobin

e atemporary increase in the time it takes for blood to clot

o small areas of damage in heart muscle, liver, or kidneys) (only seen in some laboratory

animals thus far; blood testing in humans has not previously shown this type of

damage)

Because HemAssist is an investigational solution and the effects in pregnancy have not been
determined, risks to my unborn baby are unknown at this time. If [ am a woman of child bearing
potential, [ will be tested for pregnancy and must be found negative to be included in the study.

The risks associated with drawing blood from my arm include pain. bruising, lightheadedness, and
occasionally, infection. These risks are usually small. Some blood drawing will be done through
already-existing catheters (tubes) left in the blood vein. This greatly reduces the painful part of
repeated blood drawing. Insertion of a catheter (tube) into a blood vein or artery is part of the usual
care of a critically injured patient.

Besides the risks and side effects described, additional risks are not currently known. If additional

side effects are discovered, the sponsor (Baxter Healthcare) will notifv my doctor. All new findings
developed during the study will be provided to me as they become available.
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[ understand that in the event of physical injury resulting from research neither financial
compensation nor free medical treatment is provided for such physical injury by the University.

10.  Voluntary Participation: My participation in this study is voluntary. [ further understand that
I may withdraw from this study at any time. My withdrawal from this study or my refusal to
participate will in no way affect my care or access to medical services.

My participation could be terminated by my doctor or by the sponsor, Baxter Healthcare, without
my consent if they feel it is in my best interest to do so. This may happen if [ experience a bad side
effect.

For my own safety, if [ decide not to continue in this study for any reason, [ should contact my
study doctor to let him/her know. My study doctor may ask me to return to the clinic for a follow-
up evaluation and to ask questions about any reactions [ may have had since receiving the study
drug.

During the study [ will be made aware of any significant new findings pertaining to the use of study
medication that may effect my decision to remain in this study.

This is to certify that I, or the person signing below, consents to and gives permission for my
participation in this program of investigation. I understand that ! will receive a signed copy of this
consent form. The undersigned have read this fonm, and understand the content of this consent
form.

Volunteer's Signature Date or Volunteer's Representative Date

I, the undersigned, have defined and explained the studies involved to the above volunteer.

Investigator's Signature Date

Page 5 of 6
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Coasent to Continue DRAFT

[ am the patient. family member or legally authorized tepresentative

of . [ am aware that [, my family member, or person who | represent
has been enrolled in the DCLHb trauma clinical trial. [ have receivgd the formal informed
consent and have had a chance to consider the fact that participation in the clinical trial has
already taken place, and that further participation is complataly voluntary. [ understand that if
L'we decline to participate further, that it will not in any way influence the turther cara that is
requirad in order to recover from the illness sustained as a cesult of the initial injuries or the

subsequent care.

[ do not consent to continue pacticipation in this clinical trial.

Climeal Investigator

Print Name Date
Siznature Date
Patien Family Member Legally Authorized Representative  (Circle appropriate)
Print Name Date
Signaturs Date

[f family member, indicate relationship




THS Protocol Overview

| am sorry that this process is abbreviated, but it is necessary to rapidly determine your
preferences for your family member or person you represent, so that | may return to
care for the patient. Once the situation has been stabilized, we can further discuss this

protocol and review the full informed consent, that | am now providing to you.
Pick One (Family MemberilLega! Representative)

I consent to the patient's participation in this clinical trial. | do not object io

the use of DCLHD.

| do not consent the patient's participation in this clinical trial.

page 2 of 2

Investigator
Print Date
Signaturs Date

Camily Member/l.egal Representative

Print/Relationship Date
Signature Date
Interpreter

Print ~ Date

Signature Date
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"TUHIE HTEART (u'JTIIE MATTER" ,‘5'

a special program of the National Emcrgency Medicine Assaciation (NEMA)

Week: 580.7

Guest: J. Stanley Smith, Chief of Trauma Svcs, Penn Statc Ilershey Trauma Ctr.
Topic: New blood supplement will save lives

Host/ Producer: Steve Girard -

NEMA: Most people aren't lamiliar with the concept of blood supplements, but they arc very important to those of us who are injured in auto
accidents or victims of violent crime. A new product is being tested around the country which seems to be far beyond blood supplements we've
had...and here to talk with us about it today is the Chief of Trauma Services at Penn State's Hershey Medical Center, Dr. J. Stanley Smiith...

SMITI: There's been an attempt over the past twenly years ever since Vietnam war to try to replace in some way the use of whole blood or at
least blood that has to be donated by people, so that in the military setting that there is an ability to be able to store things and not have to worry
about the dating and the storage and some of the other problems you have just with the stored blood itself. So there's been an ongoing research
effort ever since that time to develop essentially an artificial blood. Well, there hasn't been any real artificial blood that has come along. There
arc a number of different solutions that have come out of this research effort and they go into two main catcgories. The first is a, hemogiobin
type solution and the second is a proflourocarbon. The object of both of these solutions is they're looking for a chemical that will carry oxygen
like blood does. And the perflourocarbons and so on have not really worked to replace the blood. The hemoglobin solutions have been a little
bit better, but cven they cannot replace blood completely...so it still remains as a blood supplement, not a blood replacement or blood
substitute.

NEMA: People in a trauma situation are in a bad way...tell me how such a blood supplement helps them, and doctors...

SMITH: Yea these people are in dire straits, they're bleeding, they're in shock, their blood pressure is low, their heart rates are fast and they
have about a 40 % chance of dying. Just from the types of injuries we're looking at for this type study we need to be able to give them
something to replace their blood volume and to be able to restore their blood pressure and this offers us an opportunity to do that. Currently
what we're using is a saltwater type solution. Unfortunately we have to give back three times as much of the saltwater as the blood the person
has lost. So this amounts to a tremendous amount of fluid. We're looking for a solution that can have the same propertics as restoring the blood
pressure and restoring the blood volume without having to give so much fiuid back. Obviously the only thing to really replace blood is blood,
and we try not to over-utilize blood and on the other hand we try not to under-utilize blood because its o fairly scarce resource right now. So
that we're looking for something that can help us preserve blood supplies in these situations where people need many units of blood replaced,
and at the same time be able to give enough blood that we can get these people to survive.

NEMA: You mentioned using a saline solution. What happens to it once it gets in the blood? People may not understand the process. What
happens to the saline? Where does it go? And you mentioned about producing a lot of luid...T mean where docs that go in the body and how is

that handled?

lof4 7/9/97 9:38 AM
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"THIS HEART OF THE MATTER"

a special program of the National Emergency Medicine Association (NEMA)

Return to Topic List
Week: 580.5

Guest: Dr. J. Stanley Smith, Chief of Trauma Sves./Penn St. Hershey Med. Cir.

Topic: Blood supplement test

Host/Producer: Steve Girard

NEMA: Nearly as good as real blood...coming up...

SPOT: NEMA...the National Emergency Medicine Association...fights our worst health enemies - heart disease, stroke, trauma. Call
800-332-6362.

NEMA: In cases of severe trauma, blood supplements are used in place of whole blood...to maintain blood volume and pressure. A new
supplement called hemassist is being tested at 40 trauma centers...and it carries some marked diflerences from its predecessors... like saline...
SMITIL: This solution also would stay in the biood stream the same as regular blood. 1t doesn't leak like the saltwater solution and therefore we
don't have to give as much of it...

NEMA: And Dr. 1. Stanley Smith, trauma chiel of Penn State Hershiey Medical Center says hemassist is a big improvement in a big way...

SMITH: Fhis has a property, number one, of carrying oxygen which is important...to get oxygen to the peripheral tissues of the cells...and it
also seems to work on its own to help increase blood pressure more so than just giving the volume back.

NEMA: And helping a patient's oxygen and blood pressure levels during the first hour of emergency treatment goes a long way toward saving
his life. The study will follow those patients for a year alter their treatment. I'm Steve Girard

Send mail to info@nemahealth.org with questions or comments about this web site.

Copyright © 1997 National Emergency Medicine Assoc., Inc.
Last modified: May 15, 1997

71997 9:39 AM
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"THE HEART OF THE MATTER"

a special program of the National Emergency Medicine Association (NEMA)

Return to Topic List

Week: 580.4

Guest: Dr. J. Stanley Smith, Chief of Trauma Svcs. Hershey Med. Ctr. PA
Topic: The search for substitute blood

Host/Producer: Steve Girard

NEMA: The search for substitute blood...coming up...

SPOT: For 1S years, the National Emergency Medicine Association has worked against stroke, heart disease and trawma. Join the effort,
call 800-332-6362.

NEMA: Researchers have been trying to come up with a liquid that has the properties of blood...for use in military settings and in our trauma
centers. Dr. J. Stanley Smith is trauma chief for the Penn State Hershey Medical Center...

SMITHE ThereAls been an attempt, ever since the Vietnam war, to try to replace in some way the use of whole blood, so that in the military
setting there is an ability 1o be able to store things, and not have to worry about the dating and the storage and some of the other problems you
have just with the stored blood itself.

NEMA: Dr. Smith says the solutions that have been created are in two categories...hemoglobin and perflourocarbons...

SMITHE: They're looking for a chemical that will carry oxygen like blood does. And the perflourocarbons and so on have not really worked to
replace the blood. The hemoglobin solutions have been alitde bit better, but even they cannot replace blood completely.

NEMA: But there is a new product being tested by Dr. Smith at Hershey and at 39 other trauma centers around the country, which is closer to
the bill than ever before. More on llemassist and its effects next time. I'm Steve Girard at The [eart of the Matter.

Send mail 1o info@nemahealth.org with questions or comments about this web site.
Copyright © 1997 National Emergency Medicine Assoc., Inc.
Last modified: May 15, 1997
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College of Medicine
University Hospital - Childeens Hospital
The Milton So Hershey Medical Center

Section of |
J Sianfey Sa

saunv/Critical Care Surgery
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Departiment of Surgery

The Pennsy fviaia State University
PO Bocss

Hevshey, Poma b 170033-0830

Tolephone 1717 3

June 18, 1997

Editor

Patriot News

PO Box 2263
Harrisburg, PA 17105

Dear Editor:

The Hershey Medical Center will be among forty major Trauma Centers across the country that will be
evaluating a new treatiment for critically injured patients with severe blood loss. The treatment invelves
administering an investigational blood product to those severely injured patients who face a major risk of
dying despite the best medical care. Baxter Health Care Incorporated has developed the product
Diaspirin Cross-linked Hemoglobin (DCLHD) which is being tested during the emergency treatment of
these severeiy infured patients in shock.. The trial which is authorized by the US Food and Drug
Administration r2quires public notice because it will occur under emergency conditions that may require

an “exccption [ram informed consent™. This letter will attempt to briefly describe th:e trial and ask for
public comment.

The trial is being performed because these seriously injured patients frequently arrive at the hospital in
shock with signiticant blood loss and have as high as 2 40% chance of death. Previous studies performed
n patients sugaast that this new solution may improve the chance of survival for these victims. The

product has the greatest chance of improving survival and reducing complications when it is given
immediately after the beginning of shock and bleeding.

DCLHb is a purified hemoglobin preparation made from human blood that has become outdated in blood
banks and no longer usable for transfusion. Hemoglobin is the red protein in the blood that carries
oxygen. This solution is filtered and pasteurized to reduce the risk of any infection. DCLHb helps to
restore blood pressure, increase blood flow to vital organs, and carry oxygen to cells and tissues much
like regular bleed. Blood typing is not required and the product can be stored for prolonged periods in

the Emergency Department, so that it can be given immcdiately after a patient’s arrival saving time in
the stabilization of a traurna patient.

Aa Fgual Oppocanity Universiny

The Milton S Tershey Medical Center
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DCLHb does not replace the need for blood transfusion, but is adiministered in addition to regular blood.
(Because it is a blood product, it is not suitable to treat patients whose religious beliefs forbid blood
transfusions.) e this particular stady, patients will get alt the curreat hest of standard theeapy for their
injuries including blood, other tluids and surgery. However, the DCLIHD may reduce the number of blood
transfusions needed to treat these injured patients.

DCLHD has been extensively studied in more than 700 paticnts over the past four years. There have been
ro dangerous side ctfeets of the solution and patients that have received the solution may cxperience
some hannless yellowing of the skin related to the metabolism of the protein as well as temporary
reddening of the urine due to excretion of the protein in the urine. To further cnsure patient safcty, this
national study will be monitored by a panel of independent experts with no relationship to the company
or to any of the study ceaters.

The newest part of this particular study involves an “exception from informed consent in an emergency
situation”. Because these severely injured patients are often so badly injured. they may not be able to
give their own consent to participate in such a study  but are still in critical need of immediate treatment.
Oftentimes. cven familics cannot be reached immediately zfter such injuries occur in order to give
consent for their family member. Because these injuries are life threatening and the need to treat them is
so critical and emergent, the US Food and Drug Administration has granted this particular study an
“exceeption from informed consent”™ provided that the study centers follow careful guidelines. The FDA
has carefully evaiuvated the DCLIIDb solution and determined that the potential benefits greatly outweigh
the risks of participating in the trial.

As an institution, we will make every attempt to obtain consent from patients, their legal representatives
or family before any DCLHb is given, and all patients and family members will be completely informed
of their participation as soon as possible. At all times, the patients or their representatives may decline

further participation in the study. There arc no known risks to paticnts who decide not to continuc in the
study.

We at the University Hospital Trauma Center are excited about the potential that products such as
DCLHb may have to not only save lives but also to extend the useful life of a very scarce resource:

human bleod. This product is an example of how innovations and treatment can expand the safety net
and provide new therapies for victims of severe injuries.

We would welcome any public comment regarding this study, both positive and negative. Comments can
be addressed to:

Dr. J Stanley Smith

Chief, Trauma Services

The Milton S. Hershey Medical Center
PO Box 850, Room C4304

Hershey, PA 17033

wﬁﬁ 7 5
JfStanley Smuhy, Jr., MD, FACS, FCCM

Associate Professar of Surgery
Chief, Section of Trauma/Critical Cace Surgery

JSS/cn
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June 18, 1997

Editor

Lebanon Daily News
718 Poplar Street
Lebanon, PA 17042

- Dear Editor:

The Hershey Medical Center will be among forty major Trauma Centers across the country that will be
evaluating a new treatment for critically injured patients with scvere blood loss. The treatment involves
administering an investigational blood product to those severely injured patients who face a major risk of
dying despite the best medical care. Baxter Health Care Incorporated has devcloped the product
Diaspirin Cross-iinked {lemozlobin (DCLHb) which is being tested during the emergency treaiment of
these severely injured patients in shock.. The trial which is authorized by the US Food and Drug
Adminisiration requires public notice because it will occur under emergency conditions that may require

an “exception from informed consent”. This letter will attempt to briefly describe the trial and ask for
public comment.

The trial is beirng performed becausc these seriously injured patients frequently arrive at the hospita! in
shock with significant blood loss and have as high as a 40% chance of death. Previous studies performed
in patients suggest that this new solution may improve the chance of survival for these victims. The
product has the greatest chanee of improving survival and reducing complications when it is given

immediately after the beginning of shock and bleeding.

DCLHb is a purified hemoglobin preparation made from human blood that has become outdated in blood
banks and no longer usable for transfusion. Hemoglobin is the red protein in the blood that carries
oxygen. This solution is filtered and pasteurized to reduce the risk of any infection. DCLHb helps to
restore blood pressure, increase blood flow to vital organs, and carry oxygen to cells and tissues much
like regular bicod. Blood typing is not required and the product can be stored for prolonged periods in

the Emergency Department, so that it can be given immediately after a patient’s arrival saving time in
the stabilizaticn of a trauma patient.

An Eguat Oppostunity University



DCEHD does pat replace the need for blood transfusion, but is administered in addition to regular blood.
(Because it is a Blooad product, it is not suitable to treat patients whose religious beliefs forbid blood
reansfusions.) [ this particudar study. patients witl get all the current best of standard therapy for their
ijurics includiizg blood, other Quids and surgery. However, the DCLID may reduce the number of blood

transfusions needed to treat these injured patients.

DCLIb has been extensively studied in more than 700 paticuts over the past four years. There have been
no dangerous side effects of the solution and paticnts that have received the solution may experience
some harmless yellowing of the skin related to the metabolism of the protcin as well as temporary
reddening of the uritie due to excrction of the protein in the urine. To further ensure patient safety, this
national study wiil be monitored by a pane! of independent experts with no relationship to the company
or to any of the study centers.

The newest part of ihis particular study involves an “exception from informed consent in an emergency
situation™, Because these severely injured paticnts arc oficn so badly injured, they may not be able to
eive their own consent to participate in such a stady but are still in critical need of immediate treatment.
Oftentimes, even families cannot be reached immediately after such injurics occur in order to give
consent for their family member. Because these injuries arc life threatening and the need to treat them is
so critical and emeruent. the US Food and Drug Administration has granted this particular study an
“exception from informed consent” provided that the study centers follow careful guidelines. The FDA

has carefuliy evaiuated the DCLED solution and determined that the potential benefits greativ outweigh
the risks of participating in the trial.

As an institution. we will make every attempt to obtain consent from patients, their legal representatives
or family before any DCLHb is given, and all patients and family members will be completely informed
of their participation as soon as possible. At all times, the patients or their representatives may decline
further participation in the study. There arc no known risks to patients who decide not to continue in the
study. .

We at the Univarsity Hospital Trauma Center are excited about the potential that products such as
DCLHb may have to not only save lives but also to exiend the useful life of a very scarce resource:

human bloed. Tiis product is an example of how innovations and treatment can expand the safety net
and provide new therapies for victims of scvere injuries.

We would welcome any public comment regarding this study. both positive and negative. Comments can
be addressed to:

Dr. J Stanley Smith

Chief, Trauma Services

The Milton S. Hershey Mecdical Center
PO Box 850, Room C4804

Hershey, PA 17033

JStanley Smnd, Jr., MD, FACS, FCCM
Associate Professor of Surgery
Chief, Section of Trauma/Critical Care Surgery

JSS/em
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University Hospital « Children's Hospital
The Milton S. Hershey Medical Center
P.0. Box 850
Heeshey, Pennsylvania 17033
(717) 531-8606
FOR IMMEDIATE RELEASE MEDIA INQUIRIES CONTACT:
May 27, 1997 Leilyn Perri (0) (717) 531-8604

Deborah S. Saline (o) (717) 5318606
NEW DRUG OFFERS NEW HOPE FOR TRAUMA PATIENTS

HERSHEY, PA —Trauma-related injuries are the number one cause of death
among Americans ages 1-45. For trauma patients at Penn State’s Milton S.
Hershey Medic.:al Lonter, a new drug will be offered this s;unmer that coul& T
greatly improve a patient’s chance of survival. -~ & o0 L enner o
“Only the most severely injured would be eligible for this study and right
now 40 percent of these patients die as a result of their trauma. As an addition to all
our best treatments, this new blocd supplement quickly restores blood volume and
increases blood pressure and the amount of oxygen in the blood. We hope we can
reduce the number of deaths in this group by 25%,” says Maggie Shand, RN., CCRC,
supervisor of clinical research for the department of surgery at the medical center.
The medical center is one of about 40 trauma centers nationwide that -
will be evaluating the use of the new blood supplement called Hemassist. An
impartant part of this study involves a new guideline adopted by the Food and

- more -
= An Equal Opponunity Universiy
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Drug Administration (i’D.f\) waiving consent for studies in emergency situations.
] Stanley Smith, M.D., chief of trauma services and assodate professor of surgery
at the medical center, says, “In many trauma cases patients are unconscious and
families can’t be located quickly enbugh for consent. Action must be taken in tte
first hour to save the patient’s life. That is why this change by the FDA is so
important.” Shand says she does not anticipate ;‘:roblerns with the consent waiver.
She says she has heard of no problems at other centers around the country doing the
study.

“These patients need help immediately. The response of the family is
almost always supportive of whatever measures are needed to save the
patient’s life,” Shand says.

The blood supplement is made from cutdated blood that, in the past, would
heve been thuown out. Smith says a new filiration process allows the protein or .

hemoglobin to be extracted virtually virus-free from the outdated blood. This means

" the new blood supplement does not carry any risk of contamination. “We are

getting the maximum use out of every drop of blood donated,” says Smith.

Trauma surgeons at the medical center hope to begin using the blood
supplement by the July 4th weekend. They say summer is the time when more
trauma cases occur because more people tend to be traveling on the highways
and there are more accidents. Smith says the blood supplement might be

used in at least several cases per month at the medical center.

‘BSUP*
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Hershey Medical Center helps test blood substitute

3y Dave 3ERGER

T 7.z dyTmictoNzag

Harshoy Medical Cenzer will
celp iest a bicod substitute
which. if found successful. could
revclutionize emergency med-
icine and repienish the nation's
limited supply of red biood cells.

Tie product. Baxter [nterna-
eral’s Diaspirin Cross-linked
Hemoglobin. mimics the axvgen.
cartving properties of red blood

om Page B1

. CY rooms as part of the final test-
. ing phase.

The hospitals will administer
DCLHD to auma patients who
have lost at least 30 percent of
their blood. Such patients suffer
a 40 percent death rate, largely
becausd their bodies cannot feed
0Xygen to their vital organs.

Trauma centers refer to the
“golden hour” — within one

- hour of arrival at the emergency
“room — during which heavily

bleeding trauma patients must
receive bloed transfusions. Pa-
tients’ bodies will not accept a

. transfusion, however. unless it

matches their blood type. Dr.
Jay Smith, Hershev's chief of
trauma services, said the search
for a matching blood type can
consume all of a patient's make-
or-break hour,

Enter DCLHb. To maka the
new product. Baxter technicians
penetrate the membranes of red

~™lood cells and extract hemoglo-

n from within the cell The
cell's blood-type coding lies en-

_tirely in the membrane, 50 the

Newly derived substance mimics traits
characreristic to red cells, experts claim

cells. While it can't perform
many of bleod's important func-
tions. it can carry oxygen to
cells. increase blood flow to vital
organs and restore patients’
bloed pressure.

Medical experts say it could
prove invaluable in the treat-
ment of severely injured pa.
tients.

_DIASPIRIN/Hershey Médical tes,ts-

hemoglobin-based DCLHb has
no specific blood type. Hence, it
can be given to any patient,
without a moment’s delay.

DCLHD also !asts much longer
than bleod. Donated blood lasts
only 42 days. so some of it goes
10 waste.

In contrast, DCLHD lasts as
long as a year. When donated
blood becomes outdated, techni-
cians can remove the hemoglo-
bin from the red cells and con-
swuct DCLHb, which stays for
an additional year.

Docrors. pointing to the prod-
uct's versatility, have set high
goals for DCLHD.

“The first thing we want to
achieve is to decrease the death
rate” from 40 to 30 percent,
Smith said. “Our second goal is
to use less banked blood. be-
cause blood is in shorter and
shorter supply. We would like to
conserve a precious resource.”

The nationwide testing will in-
clude 850 subjects, 20 of whom
will go through Hershey. Follow-
ing FDA guidelines, the trauma
centers will trear half of the par-
ticipants with DCLHb and the

"It probably will be viewed as
a real breakthrough product.”
said Dr. Martha C. Farmer. di-
rector of technical communica-
tions for Baxter's Blood Substi-
tutes Program, which
manufactures the product
known more commonly as
DCLHb. “The last [comparable]

other half — the control group
—as usual.

Smith said the experimental
reatment will add no health
risk.

“They’ll be getting blood also,”
he said. “This will be on top of
everything else they would get
— they don't get anything less.”

Previous testing phases have
shown DCLHb to be extremely
safe; a 700-subject study, as well
as earlier clinical studies, re-
vealed no harmful side effects.

The product's sparkling re-
cord is especially important be-
cause many of the study partici-
pants will receive DCLHb
without giving consent. Since
DCLHb applies to emergency
cases, the FDA granted Baxter a
consent waiver for the product,
allowing doctors to administer it
immediately.

Baxter spokeswoman Mary
Thomas said research “would
not have been able to move for-
ward” without the consent waiv-
er, one of the {first ever approved
by FDA.

Hershey will still try to obtain

advance in treating trauma s
tients is grobably the devs:
ment of a good ambulanecs <
rem.”

completed two rounds of [
Faed and Drug Adminiscear: -
mandated tests. Next mor-
Hershey and 39 other mau-
centers nationwide will be:
using DCLHD in their 2mers:

See DIASPIRIN / 3gse 33

Blo‘od'—s—u-l')stitﬁ_i—:e

consent, Smith insisted, movir
ahead only when an unco-
scious patient’s relatives cann:
be reached.

The study will continue .
Hershey for approximately cr
year, after which the FDA =~
examine test results for an =
pected 12-18 months. If apprave
DCLHb — which is also in its -
nal testing stage in Europe -
could become available in t-
U.S. as early as mid-1999.

——
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Tr.-umm-u'lnlc(l injuries are the No. 1
cause of death among, Americans ages
1-45. For trauma palients at The Milton S.
Hershey Medical Center, a new blood
supplement will be offered this summer
that could greally improve a patien!’s
chanee of survival,

“Cinly the most sevecely injured woeeld
b edigible for this stidy and tight now 40
peiceat of these patients die as a esult of
their travma. As an addition to all our best
treatments, this new blood supplement
quickly restores blood volume and increas-

vs blood pressure and the amonat of oxygen in the
blood. We hope we can reduce the number of deaths in
this group by 25 percent,” said Maggie sShand, a regis-
tered nurse and supervisor of clinical research for the
department of surgery al the medical cenler,

The medical center is one of about 40
travma cenlers nationwide that will be
evaluating the usce of the new blood supple-
ment called Hemassist. An impartant part
of this study involves a new guideline
adopied by the Food and Drug Administra-
tion waiving consent foe studies in emwer-
pency sittitions,

The hlood supplement is made from
owtdated blood that, in the past, would
have been thrown out. A new filtration
;p process allows the protein or hemoglobin to
fﬂ'}'?' T “" be extracted virtually virus-free from the
qmlclnlml bload. This means the new blood supplement
does nol carry any risk of codamination.

Trauma surgeons at the medical center hope 1o
begin using the bood supplement, by the July 4 week-
emd.

- - ——



Only the luml ccvcrcly injuced
Jruld be eligible for this study and right
ndw 40 percent of these paticnts dic as
it of their trauma, As an addition
four best reatments, this new blood
sypplement quickly restores blood vol-
ule 1e and increases bload pressure and
E amount of 0Xygen in the blood. We
pe we can “teduce the number of
Yin this group by 25 percent,” said
ggis' Shand, R. .N., CCRC, supervi-
of clinical research for the depart-
okt of surdery st the medical center.
't The medical’ center is onc of about

pm of the lrudy {nvolves anew
. y the Food and Drug
M“F& "walving consent for,

QFln dne;gency situations. J.

treatment Setfors

 called Hemassist. An im-
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Stanley .Smuh. M.D., chicf of trauma
sorvices aud associnte professor of sur-
gery at the medical ceter, said, “In
WY (EMUNa cascs, paticids arc uncon-
scious and families can't be located
quickly cnough for consent. Action
must be taken in the first hour to save
the mﬁmu's Jife. That is why this change
by the FDA is so impottant.”

Shamd said she docs not anticipate
pmhlcms with the consent waiver. She
said she has heard of no problems at
other ceniters arounl the country doing
the study.

Hershey Clwonicle, ‘Thursday, Junc 20, 1997

“These patients necd help inuncdi-
atcly. ‘The iesponse af (he [amily is al-
wost always supportive of whatcver
mceasures arc nccdod to save the
paticnt’s lile,” Shand said.

The blowd suppleiient is imade front
outdated blaod that in the past would
have been thowa oul. Smith said a ncw
filtration process allows the protein or
hemoglabin to be exiracted virtually
virus-free fram the outdated blood. This
means the new blood supplement does
not cary any risk of contamination, "We
arc getting the maximum usc out of

onie trauma patients at HMC

cvery drop of blood donated,” Smith

saidl.

Teawma surgeons at the medical con-
ter hope to begin using the blood supple-
et by the July 4 weekend. They said
sununcr is the time when more iravma
cases occur because morc people tead
to be traveling on the highways and
there are more accidents. Smith said the
blood supplement might be used in af
lcast scveral cases per month al the
medical cenfer.
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Continuous Quality Improvement

Strengthening the roster

The list of CQI teams formed at the University since the inception of quality improvement initiatives in
1991 continues to grow. A total of 232 teams have worked to improve processes over nearly six years.
The newest teams include:

* The University Health Services General Medicine (GM) Department Patient Flow CQI Team was

charged to study flow of patients in the General Medicine Department. The tcam's sponsor is Larry
Dansky and the leader/facilitator is Connie Cavalier.

AN AINT 1A o 7
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—~ University of Pennsylvania.

The Penn Stater of the Quarter award recognizes, on a quarterly basis, a member of the DuBois campus
family who has rendered particularly noteworthy service to the campus and/or the community.

Chemical engineering
professer receives Fulbright

Jonathan Phillips, professor of chemical engineering, has been awarded a Fulbright grant to conduct
research in the Department of Chemical Engineering at Ben-Gurion University in Israel. Phillips is an
expert in heterogeneous catalysis. He is noted for a variety of discoveries, including discovering the
mechanism of catalytic etching, an unexplained phenomenon for nearly a century.

Phillips is one of approximately 1,600 U.S. grantees who will travel abroad for the 1997-98 academic
year under the Fulbright Program administered by the U.S. Information Agency. The Fulbright Program
was established in 1946 by Congress to "increase mutual understanding between the people of the
United States and the people of other countries."

Back to ag

Research

.

Although many people feel more rushed now than ever, Geoffrey Godbey, professor of leisure studies,
has found that Americans have roughly five hours more free time each week than they did in the 1960s.
Photo: Greg Grieco
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How do Americans use their time?

By Kimberley Yarnell Bierly
Public Information

Though they may not believe it, Americans have more free time than they did 30 years ago. A researcher
has shown that Americans have almost five hours more free time per week than in the 1960s.

"Most of the time they have gained is used for television viewing," said Geoffrey Godbey, professor of
leisure studies in the College of Health and Human Development.

He and John P. Robinson, professor of sociology and director of the Americans' Use of Time Project at
the University of Maryland, have conducted studies showing that the bigger issue is pace of life, because
most of the free time comes during the week, but is in small amounts which don't allow a person to
undertake more satisfying uses of leisure.

Their source of time-use information, the Americans' Use of Time Project, is the only such detailed
historical data archive in the United States. Every 10 years the project has asked thousands of Americans
to report their daily activities on an hour-by-hour basis in time diaries. These time diaries offer a more
careful and complete account of where time goes because when the federal government measures work,
they rely on people's estimates. The results of the time studies find that people are highly inaccurate in
estimating their own work time.

Americans over 50 years old are the biggest gainers of free time, studies show. "People think they are
- working longer hours, but in reality, they mistake pace of work for length of time spent working. On
average, the number of hours that people spend working has diminished," Godbey said.

On average, men and women have about the same amount of free time available to them.

Robinson and Godbey have described their findings in a new book, Time For Life: The Surprising Ways
Americans Use Their Time, published by Penn State Press. They go beyond describing their
controversial findings to confront the numerous time paradoxes facing Americans, such as feeling more
rushed and stressed when we actually have more free time; having free time in periods when it is least
useful; and investing time in activities that bring us minimal enjoyment or fulfillment.

Hershey blood supplement
should help trauma patients

Trauma-related injuries are the No. 1 cause of death among Americans ages 1-45. For trauma patlents at
The Milton S. Hershey Medical Center, a new blood supplement will be offered this i
summer that could greatly improve a patient's chance of survival.

"Only the most severely injured would be eligible for this study and right now 40
percent of these patients die as a result of their trauma. As an addition to all our best
treatments, this new blood supplement quickly restores blood volume and increases
blood pressure and the amount of oxygen in the blood. We hope we can reduce the
number of deaths in this group by 25 percent," said Maggie Shand, a registered nurse
and supervisor of clinical research for the department of surgery at the medical center.

The medical center is one of about 40 trauma centers nationwide that will be evaluating the use of the
new blood supplement called Hemassist. An lmportant part of this study involves a new guideline
adopted by the Food and Drug Administration waiving consent for studies in emergency situations.
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The blood supplement is made from outdated blood that, in the past, would have been thrown out. A
7~ new filtration process allows the protein or hemoglobin to be extracted virtually virus-free from the
' outdated blood. This means the new blood supplement does not carry any risk of contamination.

Trauma surgeons at the medical center hope to begin using the blood supplement by the July 4 weekend.

Back to t fpag

From the experts

Gardeners need to have proper tools for the job

Digging around in your garden is not exactly brain surgery, but like surgeons. every gardener should
have the right tool for the right job.

Some may say that a shovel is just a shovel, but a scientist in the College of Agricultural Sciences said
real gardeners need a spade -- and about four other essential gardening implements.

J. Robert Nuss, professor of ornamental horticulture, recommends five basic tools:

* A long-handled spade. This tool is designed for digging with a straight blade set at an angle so it cuts
easily into the soil.

-~ * A spading fork. This tool has flat, square tines and is used for moving heavy soil.
* A steel rake. These large rakes are used to break up clay, smooth out soil and rake in fertilizers.

* A hoe. Hoes are used to form rows, cover seeds, move soil, cut out weeds and make holes for planting
seedlings.

* A hand trowel. Hand tools are best for marking rows, weeding, making furrows and moving small
plants, Nuss said.

Train your plants to survive indoors
Nuss also has tips to help your indoor garden thrive.

Most plants must be carefully prepared for the light conditions inside a building before placing them in a
home, he said.

"If a plant doesn't receive enough light it will begin to use up its food reserves," Nuss said. "Without
adequate light, plants will decline and then die."

Nuss said plants can be trained to accept lower levels of light by gradually reducing their light levels to
the point that comes closest to an indoor environment. Depending on the plant, this could take up to 15
weeks.

Nuss recommends starting a plant in a sunny spot and then slowly moving it to areas of lesser light every
— few weeks.

“Once the plant has stabilized, you can provide the necessary light with incandescent or fluorescent

lights," he said. But indoor light sources can give off a lot of heat, so don't put the light too close to the
foliage.

Y of 13 NOMAMT {1147
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