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RE: A Phase I1I, Randomized, Controlled, Open-Label, Muiticenter, Paraliei Group
Study Using Provisions for Exception from Informed Consent Requirements
Designed to Evaluate the Safety and Efficacy of Poly SFH-P Injection [Polymerized
Human Hemoglobin (Pyridoxylated), PolyHeme®] When Used to Treat Patients in
Hemorrhagic Shock Following Traumatic Injuries Beginning in the Prehospital

Setting (g N 2004 - 2.0
Mr. Manny Changalis, December 15, 2004

Attached is a report documenting proof of our communication to the community as
previously described at the July 13, 2004 IRB meeting. In addition, we have attached
copies of letters from the Medical Advisory Committees at the state and regional level.
We have been granted approval by all three committees to conduct the PolyHeme study
in the Eastern Region which includes Lehigh and Northampton County as well as the
Bucks County Region.

We greatly appreciate your consideration of this important study and welcome any
questions or comments you may have regarding our efforts.

Sincerely,

ames Cipolla, MD

cc: GAW

~ A s mmnn VixXr FAan NFA 7ACA



PolyHeme Community Consuitation/Public Disclosure (CC/PD) Activity Report

List of Completed Activities Date Result, if applicable
September/October

Comprehensive article appeared in Network Pulse Issue
September 7, 2004

Information posted on network Intranet and ongoing

Met with Jehovah's Witnesses Liason to discuss study details

September 22, 2004

Made aware by Joseph Brazil (liasion) that
JW community is well informed of this
study due to Lehigh Valley Hospital's
participation. Reviewed details of study.
Bracelets distributed (to deny
participation).

Public Notice was placed in local print news publications including
time and location of public meeting and investigator contact
information

Express Times 9/12,
9/22, and 9/26, 2004
East Penn Press™*
9/15, 9/22, 9/29,
2004

Public Meeting Held in Laros Auditorium, St. Luke's Hospital

QOctober 5, 2004

Attended by 5 community members
including representatives from the
Jehovah's Witness community.
Satisfaction was confirmed regarding our
CC/PD efforts on behalf of their community
and encouragement was received to
conduct the study at our hospital. They
offered and will be presenting at our
TRIMM (TRauma Interdisciplinary
Morbidity and_Mortality) Conference on
Dec 16, 2004.

Contact with local city and county government via letter to inform
officials of St. Luke's participation in PolyHeme Ambulance Study

November 14, 2004




PolyHeme Community Consultation/Public Disclosure (CC/PD) Activity Report

List of Completed Activities

Date

Result, if applicable

Link placed on St. Luke's Hospital and Health Network website to
distribute information and create a forum for comments and

September 7, 2004

guestions via email and ongoing

Posters and fact sheets containing general information about the

trial developed and distributed to all lectures, presentations, health

fairs, blood pressures and other public community functions

sponsored or attended by SLHHN (approx. 150 to 200 events per |September 2004 and
year) ongoing

Posters displayed and fact sheets distributed at three malls in the
Lehigh Valley where St. Luke's has permanent presence and
provides services/screening/learning opportunities as described
above (Palmer Park, Westgate, and South Malls)

September 7, 2004
and ongoing

Posters displayed and fact sheets distributed at all network-owned
physician practices (approx. 40) throughout the Lehigh Valley

September 7, 2004
and ongoing

A public notice with voice over was broadcast during Talk With
Your Doctor (TWYD), St. Luke's locally produced health
information program

September 23, 2004

Posters displayed and fact sheets distributed via St. Luke's mobile
health and dental services, HealthStar | and HealthStar Il where
and when appropriate

September 7, 2004
and ongoing

News releases distributed to all regional major and minor media

September 8, 2004

Interviews by Channel 69 for broadcast that evening with the
principal investigator

September 9, 2004

4 hour educational Train the Trainer session for participating EMS
squads

October 13, 2004

Participants attended from 9 EMS squads
+ PennStar. Education continues and is
going very well at each site. Refresher
courses will be held periodically as needed
with the first set of refreshers to occur in

January, 2005.




The Future Is Here
Continued from page 1

In addition, St. Luke’s was the first
hospital in Pennsylvania to perform
robotically-assisted surgery. “It’s our
one goal to provide the best possible
patient care that we can,” says Marc
Granson, MD, chief of Surgery, St.
Luke’s Hospital & Health Network.
“This kind of advanced surgical system,
and the expertise to use it effectively,
puts us at the forefront of technology
for patient care. We do more
procedures with the da Vinci system
than any other hospital in the state, and
we have the most experience with a
wide variety of surgeries. In fact, we
are the only hospital in the region to
perform heart surgery with the da Vinci
system. It is the best available, and it
enhances the ability of our surgeons to
do their very best work for the benefit
of our patients. Today, there is very
little we can’t do at St. Luke’s.”

“That goes for all of our clinical areas
of excellence,” adds Schantz. “We are
the region’s most honored heart
program with 11 national awards; Dr.
Riley and the St. Luke’s Cancer Center
are leading the way in research and
clinical trials for a solid tumor vaccine;
our Trauma Center has been chosen to
participate in a national trial to evaluate
an oxygen-carrying blood substitute
called PolyHeme; and we have the
busiest obstetrical program in the
region with more than 4,200 annual
births.

“These are all facts you will find in our
new image campaign. At St. Luke’s,
the future really is here.” | end

Thank you for your
contribiitions to the new Pulse.

NETWORK PULSE

Monika Berger, Bethlehem
Betty Benulis, Miners

Steve Schaffer, Bethlehem

Luz H. Herrera, Bethlehem
Denise Hulbert, Allentown
Eileen Catino, Bethlehem
Doris Bersch, Physician Group
Vicki Mayk, VNA/Quakertown
Linda Leschinger, Bethlehem
Elizabeth Engler, VNA

Donna Green, Bethlehem
Ervin Kessler, Allentown
Dennis J. Steckenburg, Bethlehem
Kathy Lentz, VNA

Matthew Martinez, Bethlehem
Peggy Stiely, Miners

Prize winners from the Family Picnic -

congratulations!

$25 Gift Card, Wal-Mart/Sam's

$25 Gift Card, Wal-Mart/Sam's

$25 Gift Card, Wal-Mart/Sam’s

$50 Gift Card, Wal-Mart/Sam's

$75 Gift Card, Best Buy

$75 Gift Card, Best Buy

$75 Gift Card, Home Depot

$75 Gift Card, Home Depot

$75 Gift Card, Target

$75 Gift Card, Target

$75 Gift Card, Target

$75 Gift Card, Target

$100 Gift Certificate, Lehigh Valley Mall
$100 Gift Certificate, Lehigh Valley Mall
$200 Gift Certificate, Lehigh Valley Mall
$300 Gift Certificate, Lehigh Valley Mall

St. Luke’s chosen to study investigational
blood substitute in trauma patients

St. Luke’s Hospital is one of a sefect
number of Level I trauma centers in the
United States chosen to participate in a
groundbreaking national clinical trial to
evaluate the safety and efficacy of
PolyHeme®, an oxygen-carrying blood
substitute, in treating critically injured
and bleeding patients.

“We are excited to be included in this
groundbreaking clinical trial,” says
James Cipolla, MD, the principal
investigator. “Nationally, almost one in
five trauma patients die from their
injuries. If we can begin to treat
patients very early with an oxygen-
carrying solution and keep their
hemoglobin levels up, we may see more
survivors.”

Although St. Luke’s is not the only
trauma center in the Valley to
participate in this study, it is the only
trauma center to utilize area EMS
ground transport in addition to air
transport. “Since blood is not presently
carried in ambulances, the use of
PolyHeme® in these settings has the
potential to address a critical unmet
medical need for an oxygen-carrying
solution,” explains Cipolla. “This has
the potential to help many seriously
injured patients in the Lehigh Valley.”

2

Under the study protocol, treatment
would begin before arrival at the
hospital, either at the scene of the injury
or in the ambulance/aircraft, and
continue during a 12-hour post-injury
period in the hospital. The study will
compare the survival rate of patients
receiving PolyHeme® to that of patients
who receive the current standard of
care, which is saline solution.

Because the patients eligible for this
study are unlikely to be able to provide
prospective informed consent due to the
extent and nature of their injuries, the
study will be conducted under

federal regulations that allow for
clinical research in emergency settings
using an exception from the requirement
for informed consent (21 CFR 50.24).

Use of this provision in a study protocol
is granted by the Institutional Review
Board (IRB) responsible for the initial
and continuing review and approval of
the research study. Such a decision is
based on the finding and documentation
that, among other things, patients are in
a life-threatening situation requiring
emergency medical intervention,

currently available treatments are |
continued on page 4

801 Ostrum Street ¢« Bethlehom, PA 18015
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United Way mobilizes community around

critical issues
by Peter Carpino, president, United Way of the Greater Lehigh Valley

Thank you for your very generous support of United Way’s efforts to improve the
Lehigh Valley’s quality of life. In what follows, I hope to give you a sense of how
differently this United Way is doing business and how other United Ways and United
Way of America increasingly are viewing it as a model.

Three years ago, your United Way made a strategic decision to move beyond being
simply a conduit that raises and distributes funds and to take a proactive leadership
role in mobilizing the community around critical issues like early childhood
education and services for the aging... issues that touch us all.

While United Way certainly will continue to fund agency programs -- this year, it
maintained program funding at the prior year’s level of $5.5 million... no small feat,
given the nominal increase in the campaign - it’s also earmarking funds for some
special initiatives. Here are three examples:

+Early Childhood Education. National research shows that the quality of childcare
is higher in those centers that are accredited. When United Way learned that only 18
of the 115 local, non-profit childcare centers were accredited, it decided to invest
$200,000 so more centers could earn accreditation. Last year, 13 centers began the
accreditation process; eight more were added this year. By helping these centers
become accredited, United Way is playing a direct role in helping improve the overall
quality of the Lehigh Valley’s early care and education system. This added
investment is over and above the $700,000 that United Way currently provides to
nine local centers to help children of the working poor receive supervised day care so
their parents can hold a job. | continued on page &

VNA’s Nurse-Family Partnership program
holds first recognition ceremony

The Nurse-Family Partnership (NFP) program of the Visiting Nurse Association of
St. Luke’s recently held its first recognition ceremony. Twenty-seven young
mothers were honored for their participation in the program that offers education
and support to first-time, at-risk mothers. The young women were recognized for
having healthy babies, for navigating the first two years of mothethood with
success and for making life changes that include continuing their educations or
getting jobs.

The NFP changes the lives of first-time, low-income mothers, children and families
through a long-term home visitation program by registered nurses. The program
emphasizes changing behavior and its impact is felt for generations. Nurses visit
families for a 30-month period, beginning in early pregnancy, with visits continuing
until babies are two years old. Through regular visits, nurses teach and support new
families by implementing a national, research-based program with proven positive
outcomes.

The NFP Program serves families in the City of Bethlehem, parts of Northampton
County, Lehigh County (excluding the City of Allentown) and lower Carbon
County. The program began in October 2001 with a four-year prevention grant
from the Pennsylvania Governor’s Partnership for Children. The Nurse-Family
Partnership has received strong support from the business community, private
individuals and local churches. | end
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Blood Substitute
Continued from page 2

unproven or unsatisfactory, obtaining
informed consent is not feasible,
potential risks are reasonable in relation
to what is known of the condition,
participation in the study could provide a
direct benefit to the patients enrolled,
and the research could not be practicably
conducted without an exception from
informed consent requirements.

The treatment under study, PolyHeme®,
is a universally compatible, immediately
available, oxygen-carrying resuscitative
fluid designed for use in urgent blood
loss when blood is not immediately
available. It has been studied in trauma
trials in the hospital setting.
PolyHeme® is manufactured by
Northfield Laboratories Inc., of
Evanston, Illinois.

PolyHeme® at a glance:

oIf you are at least 18 years old and
injured, not obviously pregnant AND
have lost a large amount of blood you
might receive an experimental blood
substitute in the ambulance called
PolyHeme®

+You have the right to refuse
participation in this study by obtaining a
bracelet (call 1-800-755-1626 to obtain a
bracelet)

There are potential risks of this study:
¢risk of hepatitis and HIV

+risk of kidney or liver damage

orisk of rash

+risk of increased blood pressure

There are potential benefits of this study:
+there is a possible benefit that receiving
PolyHeme® in the ambulance might
increase your likelihood of survival
syour participation in this study may
help patients in the future

If you have any questions, please call
1-800-755-1626, email
polyheme@slhn.org or log on to
www slhhn.org. |end

801 Ostrum Street + Bethiehem, PA 18015
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- St. Luke’s Hospital is one of a select number of Level 1
trauma centers in the United States chosen to part|c1pate
£ in a groundbreaking national clinical research trial to

- evaluate the life-saving ability of PolyHeme®, an oxygen-
carrying blood substitute, in treating severely injured and

Heslth Information

: : . ¥ Blood Pressure £
bleeding patients. - ¥ Blood.
¢ ap . ¥ Talk With Your D/

Medicsl Education .

Denstions - nder the study procedures, treatment would begin + ¥ TalkWith YourD:
L ! before arrival at the hospital, either at the scene of the
About St. Luke's : iniyry or in the ambulance/aircraft, and continue for 12
hours after the injury in the hospital. The study will :
. compare the survival rate of patients receiving :
. PolyHeme® to that of patients who receive the current
. stazdard of care, which is saline solution (salt water). BEST PMCE
: . towork i

- Because the patients who meet the study requirements

- are unlikely to be able to give his/her informed consent in
- advance due to the extent and nature of their injuries,

* the study will be conducted under federal regulations that
aliow for clinical research in emergency settings using an
: exception from the requirement for informed consent (21
. CFR 50.24). :

Use of this exception in a study procedure is granted by
the Institutional Review Board (IRB) responsible for the .
- initial approval of the research study. Such a decision is -
. based on the finding that, patients are in a life-

. threatening situation requiring emergency medical care,
- currently available treatments are unproven or
unsatisfactory, obtaining informed consent is not
possible, potential risks are reasonable in relation to what .
is known of the condition, participation in the study could .
provide a direct benefit to the patients participating, and .
the research could not be practicably conducted without
an exception from informed consent requirements.
PolyHeme® is a universally compatible (it can be given to
any patient regardless of blood type), immediately
available, oxygen-carrying blood substitute made from
human blood. It is designed for immediate treatment

- when blood is not available. PolyHeme® is manufactured

X2 NiaTata¥l<



PolyHeme Trauma Trial Page 2 of 8

by Northfield Laboratories Inc., of Evanston, Illinois.
‘ . PolyHeme® at-a-glance

e If you are at least 18 years old and injured, not
obviously pregnant AND have lost a large amount
of blood you might receive an experimental blood
substitute in the ambulance/aircraft called
PolyHeme®

e You have the right to refuse participation in this
study by obtaining a bracelet (call 1-800-755-1626
to obtain a bracelet)

e There are potential risks of this study

o Risk of hepatitis and HIV

o Risk of kidney or liver damage

o Risk of rash

o Risk of increased blood pressure

e There are potential benefits of this study

o There is a possible benefit that receiving
PolyHeme® in the ambulance/aircraft might
increase your likelihood of survival

o Your participation in this study may heip
patients in the future

: If you have any questions, please call 1-800-755-1626. A
« public meeting regarding PolyHeme® is scheduled for

’ : October 5, 2004 at 7 pm in Laros Auditorium, St. Luke's
: Hospital - Bethlehem Campus.

. Principal Investigator: James Cipolla, MD
. Contact Information: 1-800-755-

. 1626, polyheme@sihn.org

. Sponsor: Northfield Laboratories Inc.

- Click on any of the subjects below for more
. information.

Exception from_Informed

Community Meeting

. October 5, 2004

. 7-8pm

. Laros Auditorium

. Doctors’ Pavilion

. St. Luke’s Hospital

. 801 Ostrum Street
‘ ! Bethlehem, PA 18015

Exception From Informed Consent

~raimAnm



PolyHeme Trauma Trial

* The U.S. Food and Drug Administration (FDA) under

: regulations called 21 Code of Federal Regulations 50.24
: specifies the conditions under which an exception from
. informed consent may be obtained. The Institutional

: Review Board (IRB) associated with each hospital

. approves its use locally.

. Click here for more information from the U. S. Food and
Drug Administration about the exception from informed
: consent.

Frequently Asked Questions

. 1. Why is this study being conducted?
. To evaluate the lifesaving ability of PolyHeme® when

. given to severely injured and bleeding patients starting at

: the scene of injury.

2. What is the title of this study?
: A Phase III, Randomized, Controlled, Open-Label,
* Multicenter, Parallel Group Study Using Provisions for

: Exception from Informed Consent Requirements Designed

: to Evaluate the Safety and Efficacy of Poly SFH-P
: Injection [Polymerized Human Hemoglobin

. (Pyridoxylated) PolyHeme®] When Used to Treat Patients

. in Hemorrhagic Shock Following Traumatic Injuries
. Beginning in the Prehospital Setting.

: 3. What is hemorrhagic shock?
- A condition in which a patient has experienced massive
- blood loss.

Shock is a life-threatening condition that might include:

e Dangerously low blood pressure

o Internal organs not receiving enough oxygen and
have difficulty functioning, which could lead to
death

4. What is the design of this study?

. Patients in hemorrhagic shock will begin to receive either
. salt water (saline), which is the standard of care

. (control), or PolyHeme® (investigational/experimental

. treatment). Treatment would begin before arrival at the

. hospital, either at the scene of the injury or in the

. ambulance/aircraft, and continue for 12 hours after the
injury in the hospital.

: In the hospital, patients in the standard of care/control
: group will receive salt water (saline) for hydration and
: blood if necessary to boost oxygen delivery levels.

: Unlimited doses of each are allowed.

Page 3 of 8
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PolyHeme Trauma Trial

Page 4 of 8

* Patients in the treatment group will receive salt water

: (saline) for hydration and PolyHeme® to boost oxygen

. delivery levels. The maximum dose of PolyHeme® will

* be six units during the first 12 hours. Blood will be used
. thereafter if oxygen delivery levels need to be increased.

. 5. Why is there a need for improvement in the way
. trauma patients are treated now?

- Trauma is the leading cause of death among Americans
. under the age of 45. Currently the only available

- treatment for hemorrhagic shock, when blood is not
available, is the infusion of a solution such as saline,

- which does not carry oxygen. Therefore, when blood is

- not immediately available, use of an oxygen carrier such
- as PolyHeme® may restore adequate circulating levels of
- hemoglobin (the oxygen-carrying protein in blood) and

- potentially improve patient survival.

. 6. What is the current standard of care? How are

. trauma patients usually treated?

. Patients are given salt water (saline) at the scene or in

. the ambulance/aircraft. When they arrive at the hospital,
. they are given blood after typing and cross-matching is

. accomplished.

. 7. Who would be eligible for the study?

o Patients who have lost a large amount of blood and
are in shock

o Patients who are at least 18 years old

e Patients who have severe injuries

. 8. Who would be excluded from the study?

e Women who are obviously pregnant

o Patients with severe brain injuries

e Patients who require CPR to maintain their
heartbeat

o Patients with “unsurvivable” injuries

e Patients who are known to object to blood
transfusions

e Patients who are known to refuse resuscitation

. 9. What is PolyHeme®?

PolyHeme® is an oxygen-carrying blood substitute made
. from human blood.

. PolyHeme® requires no cross-matching, and therefore is
. compatible with all blood types. It could provide an

. immediate treatment alternative when blood is not

. available. PolyHeme® is highly purified/rid of

. contaminates to reduce the risk of viral disease

- - ~ ~e LN MmLIAINANE



PolyHeme Trauma Trial

transmission. It can safely be stored for more than 12
. months.

. 10. Has PolyHeme® been tested on humans before?

. Yes, there have been five human clinical trials of
: PolyHeme®.

In the Phase II hospital trauma trial, PolyHeme®
- significantly increased survival compared with historical
» controls.

. 11. How many patients have been treated with
. PolyHeme®?

- More than 300 patients have been treated, including
. patients in a hospital-based trauma research trial.

- 12, What is known about the safety of PolyHeme®?

In clinical trials to date, PolyHeme® has demonstrated no

. relevant adverse medical effects.

. 13. What is an exception from informed consent?

. Patients will automatically participate in a clinical research .

. study without giving informed consent before
. participating.

14. Why was such an exception granted in

: connection with this study?

. Patients are in a life-threatening situation, available

: treatments are unproven or unsatisfactory and the

* collection of valid scientific evidence is necessary to

: determine the lifesaving ability of particular alternative
: treatments.

. Taking part in the study has the possibility for direct
. benefit to the enrolled patients because:

o Patients are in life-threatening situations and
require immediate medical treatment.

e Previous studies support the possibility of providing
a direct benefit to enrolled patients.

¢ Risks associated with the use of the PolyHeme® are

reasonable in relation to what is known about the

patients’ medical condition, the risks and benefits of

standard medical care, if any, and the risks and
benefits of the proposed treatment.

. It is expected that patients will be unable to give
. informed consent because of the extent of their injuries

. and the fact that they are in shock. There will not be time

. to find and ask for consent from the patient's legally

- authorized representative (LAR) or to provide an

. opportunity for a family member to object to the patient
participating in the study before beginning treatment.

httens Msxmamer allhan lahiaherallawr Aara/lAadss c A A—TARQ
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PolyHeme Trauma Trial

: 15. Who grants such exceptions?

* The U.S. Food and Drug Administration (FDA) under

* regulations called 21 Code of Federal Regulations 50.24
: specifies the conditions under which an exception from
: informed consent may be obtained. The Institutional

. Review Board (IRB) associated with each hospital

. approves its use locally.

. 16. What if patients do not want to participate in
. this study?

Patients can withdraw from the study at any time by

- notifying the investigator.

17. Will patients still receive treatment if they don’t

: want to participate in the study?
: Patients still will receive the standard of care if they
. decline to participate in this study.

18. What are the potential benefits of participating
+ in the study?

¢ PolyHeme® may increase the likelihood of survival
after traumatic injury

o Patients might avoid the risks of blood transfusion

¢ Patients might avoid a reduction in the function of
internal organs that sometimes follows blood
transfusion

. 19. What are the potential risks of participating in
- the study?

Rash

Increased blood pressure

Kidney or liver damage

Transmission of hepatitis and HIV viruses
Unforeseen happenings

20. How much will it cost patients to participate?
- There is no charge to the patient to participate in this

study. The cost of certain laboratory tests that are

+ required will be paid for by the study sponsor.

21. Will patients get paid to participate?
* No, patients will not be paid to participate in this study.

. 22. Who is the manufacturer of PolyHeme®?
. Northfield Laboratories Inc., Evanston, IL. For more
information, visit www.northfieldlabs.com.

PolyHeme® Study Backgrounder

. The PolyHeme® Ambulance Study is a landmark Phase
. III clinical trial

Ldbon e evmvnmse mllaan Takinherallasr AnnllhAadsr afnNA—TARQ
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PolyHeme Trauma Trial

e This is the first U.S. trial of a blood substitute in
which treatment will begin at the scene of injury,
and continue in the ambulance during transport to
the hospital.

e The trial will be conducted in approximately 20
Level I trauma centers throughout the U.S. - the
centers of influence in trauma—selected for their
excellence.

o It is expected that 720 patients will be enrolled in
the trial.

e The goal of the research trial is to improve survival
for seriously injured trauma patients.

¢ Patients who meet the study requirements will be
randomized/assigned by chance to receive either
the standard of care (saline/salt water) or
PolyHeme®.

¢ Because the patients who meet the study
requirements are unlikely to provide his/her
informed consent due to the extent and nature of
their injuries, the research trial will be conducted
under federal regulations that allow clinical
research in emergency settings using an exception
from the requirement for informed consent (21 CFR
50.24).

e This clinical research trial would not be possible
without Northfield's extensive trauma research
study in the hospital setting.

PolyHeme® is the only oxygen-carrying blood substitute
. that has been rapidly and safely administered in clinical
. research trials.

o PolyHeme® replaces both lost blood volume and
hemoglobin which are associated with traumatic
injury.

o Patients in the hospital trauma trial received up to

20 units, replacing double the average adult’s blood

volume.

. PolyHeme’s unique characteristics make it the ideal
. oxygen-carrying blood substitute in both civilian and
. military settings:

Universally compatible

Immediately available

Favorable safety profile

Safely stored from more than 12 months
Reduced chance of disease transmission

Express Your Opinion / Contact the Study
. Coordinator

- Send your email to: polyheme@slhn.org
- Please include the phrase “Polyheme Info” in the subject

Lttens [ exmanyr el lahinhywallay Aara/hadsr cfm N A=TAR
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PolyHeme Trauma Trial

: line.

s St. Luke's Regional Resource Trauma Center’
Home Page

Services

Trauma Facilities

Trauma Team

Safety Education/Injury Prevention
PolyHeme Trauma Trial

Professional Education

University of Pennsylvania Health System
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Calendar of Events

Page 1 of 1

Print This Page §§  Email this page to a Friend 55

Category

Facility

Date
Start Time
End Time

Location

Description

Contact #

Cost/Fee

Lectures

St. Luke’s Hospital - Allentown Campus,St. Luke's Hospital - Bethiehem Campus,St. Luke’s Quakertown
Hospital,St. Luke s North,St. Luke’s Hospital & Health Network,St. Luke’s Miners Memorial
Hospital, Visiting Nurse Association of St. Luke’s

PolyHeme® - Community Event

10/05/2004

7:00 pm

8:00 pm

Laros Auditorium, Doctors’ Pavilion, 701 Ostrum Street, Bethlehem

St. Luke’s Hospital is one of a select number of regional resource (Level 1) trauma centers in the United
States chosen to participate in a groundbreaking national clinical research trial to evaluate the safety and
efficacy of PolyHeme®, an oxygen-carrying blood substitute, in treating critically injured and bleeding
patients.

Join us for a special opportunity to learn more about this exciting study and the clear benefits to trauma
patients.

For more information about PolyHeme®, please visit the PolyHeme® page on this site.
1-800-755-1626

Free

Register Online

httn//aramr vnanfetlnkec ara/hlanl cfm2nrint—recrid—Y7Lrartinn—Aatail Lrraf-10452 2AINNNK



To Whom It May Concern:

Regarding the Community Consultation and Public Disclosure (CCPD) performed by St.
Luke's Hospital and detailed in the regulatory documents submitted to Northfield Labs,
please note the following additional points.

»  While developing the CCPD plan, it was decided to reference Lehigh Valley
Hospital's previous CCPD efforts and to supplement it with our outreach efforts.
Together, we feel we adequately reached those communities that would be most likely
to receive PolyHeme in a trauma as well as to simply educate the community of this
unique clinical trial and the fact that it was being conducted utilizing waiver of
informed consent.

» In addition to meeting with and targeting our CCPD to the general public, special
effort was made to reach the Jehovah Witness population as they generally do not
accept whole blood products and their presence in the Lehigh Valley is significant. I,
Gail Wainwright, met extensively with several representatives of the Jehovah Witness
community, specifically Mr. Joseph Brazil. He specifically stated to me after several of
our meetings and after his attendance at our public meeting on October 5, 2004, that we
satisfied all questions and concerns regarding the study and that he spoke on behalf of
his entire community. We confidently believe that we have reached our designated
communities and have satisfied questions and concerns by providing information and
education.

» Low attendance was noted at our public meeting. Again, we anticipated a large
number of Jehovah Witnesses to be present at the meeting, however, it became noted at
the meeting that the Jehovah's Witnesses were having a congregational service that
night and it was also noted that many of the Jehovah Witnesses reviewed the details of
this specific study during Lehigh Valley Hospital's CCPD. Joseph Brazil stated that he
represented their group and by bringing their questions to the meeting. The questions
were all specific to ensuring that the study they were already aware of was indeed the
same study that would be conducted at our site utilizing the same product. He felt the
questions were answered to his satisfaction by Dr. Cipolla and stated he would relay the
results back to his congregation. He later spoke at our Trauma Interdisciplinary
Morbidity and Mortality monthly conference to educate our hospital about their beliefs
and how it affects this PolyHeme study.

* Regarding our press releases, please note that the submitted press release was
utilized and the same release repeated in every print article that went out to the
communities.

Sincerely,

Gail Wainwright, RN
Trauma Research Coordinator
St. Luke's Hospital
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Contact Steve Andrews, Network Makefing & Comuumications, 610-954-4178

5T, LUKE’S HOSPITAL CHOSEN TO STUDY INVESTIGATIONAL
oD STIX T PAT

St. Laloe®s Is Only Traums Center in Valley To Utllize Ground Transport In Study

BETHLEHEM - §t. Luke's Hospital is one of a. select momber of Level I tranma centes in the
United States cliosen 10 participate in & grovoudbresking nafional clinical regearch trial to evaluate the
safety and efficacy of PolyHeme®, an oxygen-carrying blaod substitute, in treating critically injured
amd bleeding patients. '

"We are excitad to be inclnded in this groundbrealing clinical research trial,” says Junes
Cipolla, MD, the pnnmpal investigabor. *“Nationally, almost one in five trauma patients die from their
injurics. Ifwe can begin {o treat patients varyenrly with a1 oxygen-cantying 8 solution and keep theix
hermoglobin levels up, we may see mare survivors.”

Although 8t. Luks's is 1ot the enly truuma center in the Valley 1o parficipabe in this study, itis
the only lrauma ceater 1o utilize area EMS ground transpoct in addition io air transport. “Since bload
is oot presently carried in ambulances, te use of PolyHeme® tn these settings has the potential o
address a critical unmet medical need for an oxygen-carying soluticn,” explaing Cipolla. “This has
the potential to help mey sexiously injured paticuts in the Lelugh Valley.”

Under the study protocol, treatment would begin before surival at the hospital, cither at the
soene of the injucy or in the anbulance/aireraft, and contitme during a 12-hour past-injury period in the
hospital The study will compare the survival mie of paticats recciving PolyHeme (o thal of patients
who receive e current standand of care, which is saline solution.

Because the patieots eligible for this study are enlikety 10 be able to provide prospective
informed ocnsett due to the extent and nature of their injucies, the gindy will e conducted under

~ more -
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St Luke’s — Polyheme Study
Page2

federal regnlations that allow for clinical research in eneegency settings naing an exception from the
requirement for informed cansert (21 CFR 50.24). -

Use of Chis pravision in 2 study protocol is overseen by the Institafianat Review Board (IRB)
responsible for the initial and confinuing review and approval of the research stdy. Such a decision is
‘based on the finding aod documentation that, amengst other things, paticnts are in a life-threatening
situation requiring emeargency medical intervention, currently available trestmants are woproven or
nosatisfactory, obtaining infonmed conseat is not feasible, potential zisks sre reasonable in relstion to

what is known of the condition, participation in the stody could provide a direct benafit to the petients

enrolied, and the research could not be practicably comducted witbaut mcxoepuon from informed
oouwsent requiremnents.

The treatment under study, PolyHemel®, is 3 universelly compatible, immmediately svailable,
oxygen-carcying cesuscitative fluid designed foruse in urgent blood loss when blood is not
immediately aveilable. 1t has been sindied in trsnma trials in e hoapital setting. PalyHeme® is
nmuuﬁmtuced bchrthﬁcld Lsbotatories Inc., oi' Bvamston, D]mms

. l’oly]!mue atn glnnce.

v If you are at least 18 years old, not obﬂuun]ypxeguam and mynedAND have lost a Large
amount of blaod you might receive an experimental blood substitabe in the ambulance
called PolyHeme®

s Yaou have the right to refuse participation in this study by obitaining a bracelet (call 1-800
755-1626 to obtain a bracclef)

¢ There are potential cisks of this study
» risk of hepatitis and HIV
» riskc of kidney or Jiver damage
¢ sk of mzh
» risk of iocreased blood pressure

» Thexe are poteatial benefits of this sudy
e there is a possible begefit that receiving Polylieme® in the ambulance might increase

your likelihood of survival
»  your participation in this study may help patients in the fatare

If you have any questions, please call 1-800-755-1626, email palybamef@sBm.org or visit us on
the web at www.slbn.org. A public meeting regarding PolyHeme® is scheduled Jor Oclober 5, 2004
at 7 pm in Laros Anditorium,
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St Loke's — Polyheme Study
Page 3

St. Luke's Hospital — Bethlshem Camprus.
About Northfieli Laberatories

Narthdield Laboratorion is a Isading developex of an oxypeo-canying bloed substitute. Its product,
PolyHeme, iz a blood substitute that has been rapidly infosed In clinical trials in sufficienily large
quantities to be considered well tolerated and may he useful in the trestment of large volume blood
loss in traxua and surgical settings. PolyHeme requires no croes madching, making it campatible with
all blood types, and eventaally avetlable immediately and has s sheldf kife of over 12 months.

#E
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St Luke's Chosea fo Sudy Investigationsl Blood Substitutz in Trmur:a Pacients

St Luke's Hospital is one of & select umber of Level I trauma centers in the United Stabes
chosen 1o participate in a groundbreaking national clinical trial bo svaluate the safety and efificacy of
PolyHeme®, en oxygen-carrying blood substitute, in teesting critically injured and bleeding patieuts.

=We are excited 1o be included in this groumdbreaking clinical trial,” says Fames Cipolls, MD,
the principal investigatar. “Nationally, almost one in five rauma patients diec from theér injusies. If we
canbegin to treat patients very ey with an axygen-carrying solution and keep their hemoglobin
Ievels up, we may see mare survivors.”

Althaugh St Lauke’s is not the auly trauma csuter in the Vailey to pacticipate o this study, itis
the only trauma center to utilize area EMS ground transport in addition to aic transport. “Since blood
is Dot presently carried in ambulances, the use of PolyHeme® in these !étﬁngs Thas the potential to
address a cntical unmet medical need for an oxygeo-carrying sohution,” explaing Cipolla. “This has
the potemtiai 1o help many sericusly injured patients inthe Lehiph Yelley.”

Under the study protool, eatment would begin before mrrival at the hospital, either at the
scene of the jnjury ar in the smbulance/airceaf, aod continue during a 12-hour post-injory period in the
hospital, The study will coxppare the survival rate of patienfs recriving PolyHcmeD 1o that of patients
who Teceive the current standard of care, which is saline solution.

Because the patients stigible for this study are unlikecly to be able to provide prospective
informed consent due to the sxtent and pature of their mjuxics, the sbody will be conducted under
federal regulations that allow for clinical research in emergency seifings wsing an exception from the
requitement for informed consent (21 CFR 5024).

Ute of this provision in & study protocol is granted by the Institutioosl Review Board (TRB)
tesponsible fior the initial and cortinning review snd approval of the research rtudy. Such a decision is
based cn the finding and documentaticn that, amongst othee things, paticuts are in a Jife-threatening
situation sequiring emergency medical intervention, curreaily available treaiments sre Lproven ar
unsatisfactory, obtaining informed consent is vot feasible, poteatial risks are reasonable in relation to
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what is kmowm of the condition, pacticipation in the study could provide a divect benefit to the patients

" enulled, and the research could not be practicably conducted without an exception from informed

consent requirements.

The treatment undez stody, PolyHeme®, is a univexsslly compatible, immedintely availahle,
oxygen-camying xesusciistive fluid designed for use m urgent blood Joss when blood is not
immuedisiely available. It has becn studied in trenmaa trials in the hospital setting. PolyHeme® is
magufacturad by Northfield Laboratorics Jioc., of Evauston, Hlinais.

PolyHeme® at & glance:

o If you ace at Jeast [8 years old and injured, not obsvionsly pregrant AND have lost a large
amount of blood you might ceceive an expesimental bload substitute in the ambulance
called PolyHeme®

e Yaa have theright to refise participation in this study by obtaining a bracelet {call 1-800-
‘755-1626 to chtain a bracelet)

¢ Thene are polential ricks of this study:

o risk of hepatitis end HIV

s 1isk of Iidney or liver damage
s . risk pfrash

+ risk of increased blood pressure

» There are polential benefits of this study:

» there is a possible benefit that recaiving PolyHerme® in the amblﬂancc nught increase
your Hiedihood of survival
+ your participation in this study may help patients in the future

If you have any goestions, please call 1-800-755-1626, email polyheme@stbm arg or visit us an
the web at www.slhhniorg. A pablic meeting reganding PolyHeme® is scheduled for October 5, 2004
at 7pm in Lagos Auditoriom,

A public meeting regarding PolyHeme® is scheduled for Octobex 5, 2004 at 7 pma in Laros
Audiforinm, 5t. Luke's Hospital — Bethlehem Camnpus.

VWAL STINT LS Wy 1960 ENL/10/424/5007

02072556019 "N X¥d

£10/900 "4



s e o —— 3 o 1} m— ———————— 1 ——

~<al>

Commonnity Mesting

PolyHeme: What You Need to Know :m bogro
Octaber 5, 2004 BeiDuy =120
b ~ Bt Lukn's Howpiita), IRB
Lavos Aaditorium Betohen, P 18015
Daclars’ Pavilion.

St Luke’s Hospital

201 Ostram Street

Betbichem, PA 18015

Ogen to &Il membsars of the commumity interested in Jearniog more about fhis research
study and to offer feedback to representatives of the St. Lulce'a Regional Resource
Tremra Center.

The Polytieme® Study is a landmaric phase I clinics] research eial:

This is the first TU.8. trial of a blood substibme in which treatment will begio at the
scene of jnjury, and comtinue in the ambulance during transport to the haspital

The goal af the tisl is to svaluate improved survival for sediously injured accident
victims

Because the patients eligible for fas study are unlileely 90 be sbies to provide comsent

. due to the axtent and nafure of their infuries, the frial will be conducted under federat

regulations that allow clinical tesearch in emergency settings using an exception fioun i
the reguirement for informed consent (Z1 CFR 50.24)

PoiyHeme® has been rapidly and. safely infused in. clivical yescarch trials in suiliceatly
massive quartities to be useful in the treatmeet of large volums blood loss.

Have s question? Askit.
Have 8 comment? Make it.
Have acomcern? Voice it

<S¢, Luko’s Trauma Cender loga>
801 Ostrmn Street
1-800-755-1626

Beftblehem, PA 18015

polybeme@slhn.org
www.ilhboorg
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PnlyHﬂnoO Trauma Trial Todoemation ¢, Luloe’s Hoepital, IRB
<flink> : Bethlchzm, PA. 18015

<comtent>

St. Luke’s Hospital is ons of  sclect nucaber of Level I trauma centers in the United
States choten 1o participate ju a graundbreaking nafional clinical sesearch trial to evaluate
the life-saving ability of PolyHeme®, an oxygen-canying blood subatitule, in treafing
severely injured and bleeding patients,

Under the study procedures, treatment would begin before acrival at the lrospital,
either sf the scene of the injury or in fhe ambulance/aircrafl, and contizue for 12-hours
after fhwe injury iu the hospétal. The shudy will compsre the survival cate of patienis
reomvmgPolyEeme@ to that of pstients who receive the corrent standard of care, which
js saline solution {salt water).

Becanse the patienfs who meet the study requirements sre mlilmlyto be able 1o
give hisher informed consennt in advance due 1o the extent and pature of their injuries, the
shidy will be conducied under fédéral rogulations that allow for clinicel research in
emergency setlings using an exception from the requirement for informed coneent {21
CER 50.24).

Use of this exception in a study procedure ia granted by the Institutianal Review
Board (JRB) responaible for the isitial approval of the research study. Such a decision is
based on the finding that, patiets are in a life-tiwesteniog situation requiring emergency
medical care, carrently available treatments ame unproven or wnsatisfactory, obtaining
infonmed congent is not possible, potential risks are reazanable in refation to what is
known of the condition, participation in the study could provide 8 ditect henefit ta the
patients participating, and the research could not be practicably canducted without an

PolyHeme® is a universally compatible (it can be given to any patient regadless
of blood type), immediately avallable, oxygen-cartying blood substitote made from
twan blood. It is designed for immediate treatment whea blood is not available.
PolyHeme® is manufactured by Northfisld Labosatories Inc., of Evanston, [linois,

PolyHeme® at a glance:

e Ifyou are af [east 18 years old and injused AND have lost & lsge amount of
blood you might receive an expetimenizl bload subetitute io the
ambulance/alrcraf called PolyHeme®

= You have the sight to Tefuse participation in this study by obtaining a bracelet
(call 1-800-755-13626 to obtaia a braceled)

e There are possible risks of this stedy
= riskc of hepalitis and HIV
» rislc af kidney o liver damsage
o sk af rush
» nskaof increased blood pressure

» There arc possible benefits of this study
» theye is 2 possible benefit that receiving PolyHeme® in the

ambulance/aireralt might increase your chances of smrvival
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s your participation in this study may help patients in the future

 you hiave 1oy questions, please call 1-800-755-1626 or visit the web at www.sihhnorg.

A public meeting regarding PolyHeme® is scheduled for October S, 2004 ai 7 pma in
Laros Auditoriumu, St. Lule's Hospital — Beflehem Campus.

Principal Investigator: James Cipolla, MD

Camtact nformation: PHONE, poiyheme@slbn.org
Sponsor: Narthfield Laboratories inc.
</conient>

<links>

Click here for infomtation about community meeting

Click heve for regulations permiiting an exception from infarmed comsent

Click beye for frequently asloed questions about the study

Cligk here for @ PolyHeme® study backgrounder

Click heye to provide your opiniony sbout the study or coxttact the siudy coordinator
<Mlinks>

Community Meefing

October 5, 2004
7-8pm

Laros Auditorivm.
Doctors” Pavilion

5t. Luke's Hospital
801 Catrum Street
Bethlehenn, PA. 18015

Exception From Informed Congent

The U.3. Food and Drug Administation (FDA) sader regulations called 21 Code of
Federal Regulations 50.24 specifics the comditions under which an exception from
informed consent may be oblained. The Institutional Review Board (JRB) assoviated
with each hospital sppraves its ugse locally.

[Chckhm'e brmm mﬁurmahon on excephmfrmm:ﬁ:uned cmuant)
5 . ROV/BeT]

Frequenily Asked Questdons
1. Why is this study being conducted?

To evaluate the live-saving ability of PolyHeme® when given to sevegely injured and
hleeding patients starting ut the soeme of mjury.
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2. What is the tifle of this study?

A Phase IIT, Randomized, Contralled, Open-Label, Mulficanter, Parallel Group Study
Using Provisions for Bxoeption from Infomed Consent Requirements Deaigned to
Bvaluate the Safety and Efficacy of Paly SFH-P Injection [Pofymerized Human
Hemoglobin (Pycidoxylated) PolyElcme®] When Used to Treat Patients in Hemorthagic
Shock Following Traumatic knjories Begiming in the Prehospital Setting.

3. What is bemeaxhagic shock?

A condition in which a patient has experienced shock, as a result of massive blood loss.
Shock is a life-threstening condition that might inclnde:

Dangerously low blooilpmme
« Intemal organs may nof receive enough oxygen and therefore may not function well

eoough
=  Might lead to death
4. What is the design of this stady?

Patients in hemorrhagic shock will begin to receive either salt weter (salime), which is the
standard of caze (conirol), ox PalyHeme® (nvestigationaliexpecimental treatment),
Treatment would begin before srrival at the baspital, aither at the scene of the injury or in
the ambulance/sarcnft, and continwe for [2 hours afier the injury in the hospital

In the hospital, patients in the standard of carafcontrol group will recetve salt water
(aaline) far hydmtion snd blood if neoessary ta boost oxygea defivery levels. Unlimited
doses of each are allowed.

Paticots in the treatment group will receive salt water (saline) for hydration and
PolyBeme® to booat axygen delivery levels. The mosximum dose of PolyHeme® will be
6 units during the first 12 bours. Blood will be used theceafier if oxygen delivery levels
twed to be incressed.

5. Why is there a need for improvement in the way fauma paticots ace treated naw?

Trauma is the leading caunse of death. mong Americans under the age af 45. Currently the
only available testment for hemonhagic shook, when blood is not available, is the
nfusion. of 2 solution such, as sall waizr (saline), which docs 1ot caay oxygea.
Thexefare, when blood is not inmoediately avatiable, use of an oxygen-camrier such Bs
PolyHeups® mizy restore adeqaste circulating levele of hemoglobin (the oxygen-carrying
protein in blood) and possibly improve pstient survival
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6. What is e current standard of care? How ace trauma patients usually treated?

Patients are given salt water (salins) at the goane or in the ambulance/sixaaft, When they
arrive at the hospital, they are given blood afler typing and crogs-maiching is
ac lished

7. Wha would be eligible for the study?

s  Paiients who have lost a targs aovount of blood and are in shock
e Patisnts who are at least 18 years old
s Pafients who have severe injurics

B. Who would be excludsd from the study?

‘Watnen who are cbviously pregnant

Paficnts with severe braip injucies

Paticnts who require CPR to maintsin their heartbeat
Pafianis with “wnsnrvivable” injucies

Patients who ars knowa 1o object to blood transfusions
Patients who are known to refuse resuncitation

9. What is PolyHeme®?

PolyHene® is an oxygea-carying bload substitute made fram haman blaod.
PolyHeme® requires no cross-msiching, therefore if is compatible with all blood types.
It could provide an immediale reatment sltemastive when blood is not available,
PolyHemao® is highly purified/rid of contansinates to reduce the sisk of viral discase
tramsmission. It can be safely stored for over 12 maonths.

10, Has PolyHame® been tested on. inmozms before?

Yes, ihexe bave been 5 hiupan clinicel resonrch trials of PolyHems®.

In the Phase 1 hospital traumna teisl, PolyHeme® sigmificantly increased survival
compared with bistorical conbrols.

11. How many patients bave been {reated with PolyHeme®?

Over 300 patienis have been treabexd, inclading patients in a bospital-based treuma
research trial.

12. What is known about the safety of PolyHeme®?

In clinical ixials to date, PolyHeme® has damonstirated no relevant medical adverse
effects,
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13. What is an exception froun informed consent?

Patients will automatically participate in a clinical xesearch study without giving
infonned conseat before participating.

14. Why was such an exception granted in connection with this study?

Patients are in a life-threatening situation, available Greafmeats ace wproven or
unsatisfactory and the collection of valid scientific evidence is necessary to determine the
life-saving ability of particular altemative treatments.

Taking part in the study has the possitiility for direct benedit to the enxolied patients

because:

» Pgtients are in a (fie-thaeatening sifuation that require immediate medical treatment

« Previous studies support the possibility of providing 2. direct benefit to enrolled
paticuts

» Risks associated with the use of the PolyHeme® are resacnable in relation to what is
known sbout the patfients’ medical condition, the risks and benefits of standard
medical care if any, aod the rigks and beoefits of the propased treatment

1k is expecied that patients will be anable to pive informed cansent becarse the extent af

their injuries aud the fact that they are in thock. There won't be time fo find and ask for

conserrt from the patient’s legally aufhorized representative (LAR) or {o provide an
opportunity for a fumily merber to object to the patient participating in tie study before

‘beginning treatmaent.

5. Who grants such excepticns?

The U.S. Food and Drug Adminigtraiion (FDA) under regulations called 21 Code of

Tederal Reglations 50.24 specifies the conditions under-vwich 2n exception from

infocmed consent anay be obtained, The Institutional Review Board (IR B} assoGiated

with each hospital approves its uze locally.

16. What if patierts don’t want to participate in this stady?

Patients can withdraw ffom the study at any time by notifying the tnvestigator.

i7. Will patieis still receive treatment if they don’t want to parficipate in the study?

Patients will still receive the standard of care if they decline to participate in this study.

18. What are the possibls benedits of participating jn the study?

s PolyHeme® coay increase the chances of survival after traumatic igjury
o Patients might avoid Gie risks of blood transfusion
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Patients might avoid a reduction in the fimetion of intermnal organs that somettucs
follows blood transfusions

19, What are the possible risks of participating in the stady?

a 8 & & &

Rash

Incressed blood pressure

Kidney or liver damage

Transuission of hepstitis and HIV viruses
Unforeseen bappenings

20. How much will it cost patients ta participate?

There is o charge to the pativat 1o participate in this study. The cost of certain
laboraiory tests that are roquired will he paid for by the study spansor.

1. wil plﬂenﬁ get i:'aidm parhmp se?

No, patients will not be paid to participate in this study.
22, Who is the mapufactures. of PolyHeme®?

Nosthfisld Laboeatories Inc., Bvanston, IL.  For more information, visit
www.pocthficldlabacom

PolyHeme® Study Brckgroonder

The PolyHeme® Anbulance Study is a landmark Phase I clinical trial

This is the first U.S. clinical research trial of a blood substitute in which treatment
will begin at the scene of injury, and continue in the ambulaace during transport to
the hoapitat

‘The tial will be conducted in approximately 20 Level I traurna ceaters fhroughout the
U.S. — the ceaters of influnence in trauma—aelected for theix excellence

It is expected that 720 patients will paaticipate in the resesrch txinl

‘The goal of the research trial is to improve survivel for seriously injuxed Gmnoa.

paticats

Pﬂmmmaatthcsmdy vequirements will be rendorized/assi guedby chance o
receive gither the standard af care (saline/sslt water) or PalyHems
Because the petients who meet the sindy requiranents ars unlikely to he able {0
provide hia/her informed consent in advance due ta the extent and nadure of their
injuries, the ressarch trisl will be contucted undex federal repulations that allow
clinical research in emergency settings using aa exception from tho requiremeat for
infonned consent (21 CFR 50.24)

‘This clinical sestarch trial would not be passible withont Northficld’s extensive
trauma reseanch study in the bospital actling
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PolyHeme® is the anly carygen-canying blood substitute that has been capidly and safely
administered in clinical research. trials.

o PolyHems® repiaces both Jost blood vebume xad hemoglobin whrich are assaciated
with treumatic infery

» Paticnfs in the hospital trauma research triai received up to 20 units, replacing double
the avemge adul(’s blood volume

PalyHeme's unique characteristics make it the ideal oxypen-carrying blaod substitute n
both civilian and military settings:

universally compatible

inmedintely availsble

Cavaxehiec safety report

safely atared fior over 12 months
reduced chance of disease transooission

Expres: Your Opinion / Contact the Stndy Coordinator

Send your email to: polyheme@siinarg or call 1-B4-755-1626
Plense include the plirase “polyheme indo™ in the subject line,
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PalyHeme® Plase IIX Clinical Research Txial St Luke's Hospital, IRB

Bethichon, PA 18035

This is the first U.S. trisl of a blood sabstitute in which treatment will begin sf

the scene of injuy and comtinue jo. the ambulance during tranaport to the

hospital

The goal of the trial is improved survival for seriowsly injured accidem
Victims

Rligible patients will be randomized to receive either the standard of care (salt
water/ saline solntion) or PolyHeme®

Bacause the patienty eligitle for the study are unlikely to be able to pravide
consext due to the extent and nafure of their injuries, the trial wiil be
condurted under foderal regnlations that allow clinical research in emergency
softings using an exception from the requirentent for infemed consent (21
CFR 50.24)

]’oly]]ame@ has been rapidly and safely infused bn clinical trisls and msy be nseful
in the (restment of large volume biood loss,

L ]

PolyHeme® replaces both [ost blood vahume and bnmog]nbmwhlﬂt are
associated with traamatic njury

Patientx in the kospital traxma triel received up 1o 20 units, replacing double
the averagy: adult’s blend volume

PolyHeme’s® unique characteristies make it z potential resuscitative Huid.

universally compatible

immeadiatedy available

favorable safety profile

extended shelf life of over 12 1oomhs

PolyHeme® at a glance:

Tf you are at least 18 years old, not chviously pregnant and injured AND have
Iost B large amownd of blood you might recaive sn expediuantal blood -
substituis io the ambelance called PolyHeme®

You bave the dght to cefuse participation in thib study by cbtaining a bracejet
{call 1-800-755-1626 to-obtain s bracelet}

There are potential risks of this stndy

o risk of hepatitis and HIV

«  13gk of kiduey or liver damage

. @ xisk of rash

» 71isk of increased biood preesuce

There ars potential benefitr of this stady

« there is a possible benefit that receiving PolyHeme® in the ambulance
might increase your fikelihood of mrvival

» yau participation in this sbody inay help patients in the fiatore

YANYIL STANT IS WY 77:60 2n1/10/834/500¢
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If you have sy questions, please call 1-800

-755-1626 ot visit the web at www.slhhn.org.

A public meeting regarding PolyHeme® {5 scheduled for Octobec 3, 2004 at 7 pm in
Laros Auditarinm, St. Loke's Hospital —Bethiahem Cunpus.
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PolyHeme®
Trauma Trial

St. Luke’s Regional Resource

Trauma Center
www sihhn.org

Study Sponsor

Northfield Laboratories Inc.

« Developer of the oxygen-carrying blood
substitute called PolylHeme*

« Conducted multiple studics with PolyHeme
over the past decade

« Most studies have been with injured trauma

« Compuny website:

What is Hemorrhagic Shock?

massive loss of blood
life-threatening condition
» Dangerously low blood pressure

« Internal organs don’t receive enough oxygen
and have difficulty functioning

= Might fead 1o death

Clinical Investigator

« James Cipolla, MD, is a trauma surgeon at
St. Luke’s Hospital

« Contact Info for PolyHeme Study:
e Phone: 1-800-755-1626

« Email: polvha thn.org

Study Purpose

Fo evaluate the Hife-saving potential of
- eme™
witere given fo severely infured
astd Bleeding patients in
“Remarrhugic shock,” starting at the
scene of injury

Need for Improved Outcome

¢ The Center for Disease Control (CDC) lists
trauma as the leading cause of death among
Americans under age 45

« Thousands of trauma patients die cach vear

« Many of these patients die because the
“standard of care” cannot reverse the
damaging effects of hemorrhagic shock




What is the Standard of Care?

Represents ithe current treatment

The paticnt receives The patient receives
salt water salt water
{blood is not available) and donated blood

Siandard of Care Limitations

« Donated blood takes time (45-60 minutes)
to be matched for each patient

Patients who receive more than 6 units of
donated blood in the first 12 hours have an
increased risk of organ failure

What is PolyHeme®

Made from human
blood

« Compatible with all
blood types

» Immediately available

» Reduced risk of viral
discase (viral toad
reduced over a billion
times)

Standard of Care Limitations

+ Salt water does not carry oxygen, unlike
blood

« Without enough oxygen, the body and its
internal organs have difficulty functioning
and can stop working (organ failure)

What is PolyHeme®?

A blood substitute
Fhat carries oxygen

1 unit of PolyHeme

1 unit c:f blood

Why Use PolyHeme®?

« PolyHeme was developed to treat blood loss

when blood is not available
« Blood 1s not available in the ambulance

+ PolyHeme will be immediately available in the
ambulance and carries oxygen

< PolyHeme can reduce the use of donated
blood in the first 12 hours afier injury, and
might avoid potential organ failure

to



Why Use PolyHeme®? PolyHeme® Experience

PolyHeme has been studied in more than
300 individuals and 5 different clinical trials
To improve survival
severely injurced aud bleeding
pltients

PolyHeme has been extensively studied in
hospitalized trauma patients

PolyHeme fias kept trauina patienss alive
when they have lost «ll of their own blood

PolyHeme™ Experience Trial Design: Before the Hospital

Past studies have shown that PolyHeme Severely injured trauma patients will be
+ Carries as much oxygen as blood assigned to either one of two groups
{1 unit of PolyHeme = 1 unit of blood) by chance

« Reduces need for donated blood N

N ‘o
« Has not caused organ damage

« Has replaced up 1o two tin person’s cntire
blood volume (2 x 10 un 20 units) Receive salt water Receive PolyHeme*

Ambulance Infusion Trial Design: At the Hospital

« Salt water for - Salt water for
hydration hydration

« Donated blood 10 PolyHeme* to
boost oxygen levels boost oxygen levels

Maximum dose of 6
units during first 12
hours

Donated blood wiil be
used thereafter




Hospital Infusion

Who Would Be Excluded?

« Patients who are + Patients who require
obviously pregnant CPR

» Patients who have Patients with known
severe head or brain objections to blood
injuries transfusions

= Patients who have Patients with known
“unsurvivable” orders not to
mjuries resuscitate

What is Informed Consent?

A process by which patients make informed
decisions about participating in research
studies
« Traditionally required for all research studies
* Rescarch studies compare 2 treatments

(standard vs. investigational)

= Doctors describe cach of these potential
treatments

S

Who Would Be Included?

Paticnrs af risk of dying
Who have sustained severe injuries

Who have lost a large amount of blood and
are in shock

Who are at least 18 years old

Who are of either gender (male or female)

FDA Review

Northfield Laboratories received clearance
to proceed with this study from the Food
and Drug Administration {(FDA)

The FDA authorized the use of an exception
from informed consent requirements for this
study

A process by which patients make informed
decisions about participating in research
studies

» Patients arc informed of the potential risks and
potential benefits associated with each of these
treatments

» Patients choose whether to participate in the
study




S

What is Exception from Informed
Consent?

Putivnts ave enrolled in u
research siudy without giving
their informed consent

How Can That Be?

A federal regulation (21 CFR 50.24), created
in 1996, allows certain studies that meet the
following criteria to use this exception

« Participation in the research could provide a
direct benelit (nereased survivad) 1o the patient

« The research could not be practicably carried
out without an exemption

Consent Safeguards

ized representative
renw the patient

How Can That Be?

A federal regulation (21 CFR 50.24), created
in 1996, allows certain studies that meet the
following criteria to use this exception

» Patients” lives nist be at visk
» Available treatments are not satisfactory
«+ Patients are unable to give consent

« Potential nisks are reasonable

Consent Safeguards

« 1f possible, the patient or a legally
authorized representative (LAR) can give
consent before the patient is enrolled in the
study

« If consent cannot be obtained before
enrollment, frequent attempts will be made
to contact the patient’s LAR and family to
describe the study

Potential Benefits of PolyHeme®

o Aight ¢ the likelifivod of survival

« Can enhance the amount of vital oxygen
in the patient’s blood

Is compatible with all blood types
= Is immediately available

+ Has reduced risk of viral disease
(viral load reduced over a billion times)

W



Potential Risks of PolyHeme®

Rash

Increased blood pressure

Kidney or liver damage

Viral infection (HIV, hepatitis, etc.)

Unforeseen happenings

Patient Protection

The IRB will decide whether or not to allow
this hospital to participate in the
PolyHeme™ trial

An independent data monitoring committee
will oversee the trial

The FDA will be kept informed of the trial's
progress

Questions
or
Comments?

Patient Protection

The Institutional Review Board (IRB) is a
group of medical, scientific, and nonscientific
members of the community

* Reviews all proposals for research on humans
-+ Assures patient safety

« Monitors community feedback

If We Participate...

* The results of the study will be revealed 1o
the community after the trial has been
completed

¢« Those who do not want to participate in the
study can [wear a special bracelet] 1o
exclude themselves




Dear Collsage:

As you well know, trauma-related injuries are a leading cause of death in
under 45 years old, affecting moe fhan 2 million persons sopually. Nearly one in five
trauma victivs dics as a resalt of his/her injucies.

St Luke’s Regional Resousce Trauma Center is participating in o nationnl clinical stody
to evaluate a new blood substitute in severcly inj and bleeding patients wha are in
shock. Treaiment would begin before arrival at the hospital, either at the soene of injury
ar in the ambulance, and coofinue through a 12-honr post-injury pericd in the hospital.
Only persons over 18 years of age wha meet specific stndy critexia will be eligible for

This groundbreaking study is being conducted io accordance with federal regnlations
permitting 8o exception from ivdbemed copsent requiremcnts under 21 CFR 50.24. As
such, we axe asking for your help.

kis ofpmuunﬁimpc@lnwthltweinﬁumas many residents of the Lehigh Valley as
possibleabuunhissmd 2 Bmlosedywwillﬁndaninﬂ)rmaﬁmﬂlpostarmﬂ asupply of
fiyers. Pleasc consider displaying the poster in your weiting yoom aod digtributing the
flyer io your patients- '

In additicn, we have established 8 spocisl t0ll-free phone nember and eqnail addsess
gpedﬁcaﬂy for this stady. If you or your patieas have any gaestions of CORCTIS, plesse
do nat hesitate to call me at 1-800-755-1626 or email me at polyheme@slhn. org.

Thank you in advsnce for your suppart.

“With Regands,

Jemes Cipolla, MD

Principal Investigator
. 3t. Luke’s Regioal Resource Trauma Center

YAWIL STINT IS WY 17760 101/10/884/%007
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HEALTH

... in pursuit of good health
(717) 787-8740

December 14, 2004

Gail A. Wainwright, BSN, RN
Trauma Research Coordinator
801 Ostrum Street

St. Luke’s Hospital
Bethlehem, PA 18015

Dear Ms. Wainwright:

The EMS Office approves initiation of the Phase III proposal submitted to the Department on
behalfof Saint Luke's Hospital and Health System entitled: ““A Randomized, Controlled,
Open Label, Multicenter, Parallel Group Study Using Provisions for Exception of Informed
Consent Requirements Designed to Evaluate the Safety and Efficacy of Poly SFH-P Injection
When Used to Treat Patients in Hemorrhagic Shock Following Traumatic Injuries, Beginning
the Prehospital Setting” with the following conditions:,

1. The study is restricted to those prehospital patients who mezt the criteria for exception of
informed consent since it will bc impossible to provide the full informed consent in a
reasonable time in the prehospital setting.

2. The study is restricted to patients cared for and transporied by City of Bethlehem EMS,
Bethichem Township EMS, City of Allentown EMS, St. Lukc’s EMS, Quakertown,
Easton EMS, Suburban EMS, Medic 9 EMS, Nazareth EMS, Centronia EMS and

- PENNStar Air Ambulance or EMS units enrolled in the study by Lehigh Valley Hospital.
Any possibility of extending additional EMS units would require an additional request
with supporting documentation to the Department prior to expanding the program,

3. The study is restricted to patients whose destination is Saint Luke's Hospital or Lehigh
Valley Hospital as defined by the statewide trauma destination protocol by licensed
ambulances participating in this study. The EMS Office requests notification in the event
a patient is eprolled in the study and must be withdrawn based on a failure of this
requirement.

4. The EMS Office is to receive a semi-annnal report on this project, including number of
patients enrolled in the study an overview of preliminary results and issues that have been
encountcred during the study.

Pennsylvania Department of Health * P.0. Box 90 . * Harrisburg, PA 17108
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Should you encounter problems in implementing the study, let me know and we will provide
assistance if possible. If the study implementation produces unexpected negative impact on
the EMS system or the patients it serves, the study must be stopped and the EMS Office
notified immediately. Please provide this office with a summary and findings report within 60

days of the completion of the Phase III study.

You may contact me at (717) 787-8740 with any further questions in this regard.

Sinccrely,

%L‘- ﬁ/@/\

oseph W. Scitmider
cting Director

mergency Medical Services Office

cc Eastern PA EMS Council, Inc.
Buck’s County EMS Council

Enc: Triage Protocol

3
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FROM

Gmmty of Bucks

EMERGENCY HEALTH SERVICES

911 Ivyglenn Circle, Ivyland, PA 18974
(215) 215-340-8735 Fax (215) 957-0765
email: bepach@verizonesg.net
Counyy Commissioners
CHARLES YL MARTIN, Chajrmen
MICHAEL G. FITZPATRICK, ESQ
SANDERA A. MILLER

Decamber 2, 2004

EMS Office

Pennaylvania Department of Health
P.0. Box 90

Hacrisburg, PA 17108

To Whom ¥ May Concarn:

The Bucks County Medical Advisory Committes met with representatives of St Luke’s Hospital sr our November meeting to discuss
their planned phass T prebospital trial of Polyheme. This blood substitute, made by Northfield Laboratorics, is 2 cross linkesd
ghitaraldebyds — polymetized human hemoglobin, The purpose of the study is to determine the =ﬁacy of Polyhemo in the tnmtment

. of patients with hemexrhagic shock secondary to trauma,

Prosent at the meeting was one of the study investigators from St. Luke's Hospital - Bethlehem along with Dr. Darwin Kencgp, ALS
Service Medical Director for the EMS service based at St. Lukc's Hospital — Quakertown. A presentation was made about the
purpose, scope, design, eligibility, and exclusion criteria for the trial

The following points were made clear to the members of the MAC:
1) Ths investigators arc utilizing a waiver of informed consent.
2) Only one Bucks County EMS sefvice, St. Luke's Quakertown — M-108, is participating in this phase of the trial.

3) The Polyheme intervention is in “addition to” all current prehospital protocols for trauma resuscitarion in Bucks County.
Parients will still have at Jeast ope large bore access initiated with a crystalloid infasion during their prehospital trestrnsnt

phase even when estered in the Polybeme trisl.

Ths MAC unanitmously approved the involvement of St. Luke’s Quakertown M108 mmeralmmmmmmmﬂvmm
wasﬂxatﬂ:eBuchonntyRspuml EMS office be infarmed of all prehospital administrations of Poyheme by M-108. The MAC
wants o assure EMS persoonel are cantinuing to follow all tramna protocals and thed on-scene times are not adversely affected by
Polyheme administration. The MAC would also like an annual update-from the investigators 8s to the stams of the triat

Thanks for your time in this mattcr. Plsase cantact me with any further quastions that you may have.

Sincerely,
/ )U\ o . N
Gerald Wydro, MD
Regional Madical Dircctar
. Bucks County Emergency Health Sexvices



Everitt F. Binns, Ph.D.
COUNCIL Executive Director

’ ' James Conrad
. EASTEARN PA President

October 26, 2004

Dr. Douglas Kupas,

EMS Office

Room 1032

Health and Welfare Building
Hamisburg, PA 17120

Dear Doug,

At the October 11, 2004, meeting of the Eastern PA EMS Council Medical Advisory
Committe, representatives from St. Luke's Hospital presented their research proposal for
Polyheme use on ground based ALS units. This presentation also included the amended
information for the Lehigh Valley Hospital Center study.

After a brief discussion, the committee members present voted unanimously to
. support the St. Luke’s research project as written and the amendment to the current Lehigh

Valley Hospital Center project..

Thank you for the opportunity to participate in this_process. If you have any
questions, please do not hesitate to contact me at the EMS Council office.

Respectfully yours,

—E=

Everitt F. Binns, Ph.D.
Executive Director

Serving the Counties of Berks » Carbon » Lehigh » Monroe * Northampton » Schuylkill
1405 N. Cedar Crest Bivd., Suite 208, Allentown, PA 18104 610-820-8212 Fax 610-820-5620  www.easternemscouncil.org
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PolyHeme® - Blood Substitute Study

07 Sep 2004

St. Luke's Hospital chosen to study investigational blood substitute in trauma patients
St. Luke’s is only trauma center in Valley to utilize ground transport in study

St. Luke’s Hospital is one of a select number of regional resource (Level I)trauma centers in the United
States chosen to participate in a groundbreaking national clinical research trial to evaluate the safety
and efficacy of PolyHeme®, an oxygen-carrying blood substitute, in treating critically injured and
bleeding patients.

“We are excited to be included in this groundbreaking clinical research trial,” says James Cipolla, MD,
the principal investigator. “Nationally, almost one in five trauma patients die from their injuries. If we
can begin to treat patients very early with an oxygen-carrying solution and keep their hemoglobin
levels up, we may see more survivors.”

Although St. Luke’s is not the only trauma center in the Valley to participate in this study, it is the only
trauma center to utilize area EMS ground transport in addition to air transport. “Since blood is not
presently carried in ambulances, the use of PolyHeme® in these settings has the potential to address a
critical unmet medical need for an oxygen-carrying solution,” explains Cipolla. “This has the potential
to help many seriously injured patients in the Lehigh Valley.”

Under the study protocol, treatment would begin before arrival at the hospital, either at the scene of the
injury or in the ambulance/aircraft, and continue during a 12-hour post-injury period in the hospital.
The study will compare the survival rate of patients receiving PolyHeme to that of patients who receive
the current standard of care, which is saline solution.

Because the patients eligible for this study are unlikely to be able to provide prospective informed
consent due to the extent and nature of their injuries, the study will be conducted under federal
regulations that allow for clinical research in emergency settings using an exception from the
requirement for informed consent (21 CFR 50.24).

Use of this provision in a study protocol is overseen by the Institutional Review Board (IRB)
responsible for the initial and continuing review and approval of the research study. Such a decision is
based on the finding and documentation that, amongst other things, patients are in a life-threatening
situation requiring emergency medical intervention, currently available treatments are unproven or
unsatisfactory, obtaining informed consent is not feasible, potential risks are reasonable in relation to
what is known of the condition, participation in the study could provide a direct benefit to the patients
enrolled, and the research could not be practicably conducted without an exception from informed
consent requirements.

The treatment under study, PolyHeme®, is a universally compatible, immediately available, oxygen-
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carrying resuscitative fluid designed for use in urgent blood loss when blood is not immediately
available. It has been studied in trauma trials in the hospital setting. PolyHeme® is manufactured by
Northfield Laboratories Inc., of Evanston, Illinois.

PolyHeme® at a glance:

e If you are at least 18 years old, not obviously pregnant and injured AND have lost a large amount of
blood you might receive an experimental blood substitute in the ambulance called PolyHeme®

o You have the right to refuse participation in this study by obtaining a bracelet (call 1-800-755-1626
to obtain a bracelet)

There are potential risks of this study: risk of hepatitis and HIV, risk of kidney or liver damage, risk of
rash and risk of increased blood pressure.

There are potential benefits of this study: there is a possible benefit that receiving PolyHeme® in the
ambulance might increase your likelihood of survival and your participation in this study may help
patients in the future.

If you have any questions, please call 1-800-755-1626, email polyheme@slhn.org or visit us on the
PolyHeme® page of this site. A public meeting regarding PolyHeme® is scheduled for October 5, 2004

at 7 pm in Laros Auditorium, St. Luke's Hospital — Bethlehem Campus.

About Northfield Laboratories

Northfield Laboratories is a leading developer of an oxygen-carrying blood substitute. Its product,
PolyHeme, is a blood substitute that has been rapidly infused in clinical trials in sufficiently large
quantities to be considered well tolerated and may be useful in the treatment of large volume blood loss

in trauma and surgical settings. PolyHeme requires no cross matching, making it compatible with all
blood types, and eventually available immediately and has a shelf life of over 12 months.
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