Community Consultations for Polyheme Trial
Three community meetings were held:

Date Time chation

12July 1900 Live Oak 25
13 July 1830 Fort Sam Houston 101
19 July 1900 Converse 24

Total 3'5"6 Attendees

Note: Totals vary by question i

Race by Site

Blesse Live Oak Converse Total Percent
Asian 1 1 1.0%
Black 16 : 16 15.7%
Caucasian 34 17 18 69 67.7%
Hispanic 13 1 1 - 15 14.7%
Native American 0 1 1 1.0%
64 19 19 102
Age by Site
Blesse Live Oak- Converse Total . Percent
18-40 50 3 6 9 53.6%
41-60 19 9 13 41 37.3%
>61 1 7 2 10 9.1%
i 70 19 21 110
Gender by Site
Blesse Liv¢ Oak Converse - Total Percent
Female 15 4 9 28 244%
Male 57 18 12 87 75.7%
72 22 21 115



Question #1: Understand study-
Question #2: Understand Subjects will not give consent
Question #3: Object to Enrollment of Subjects
without their prior consent:
Question #4: Willing to allow study in community (“approval”)

Approve (#4) By lte

Live Oak 95% Yes (n=22)
Fort Sam Houston 76% Yes (n=98)
Converse 96% Yes (n=23)
All Sties Combined 82% Yes (n=143)
Approve (#4) By Sex:
Female 100% Approved p=.03
Male 85.5% Approved
Approve (#4) By Race:
Asian C100% (n=1)
Black 87.5% (n=16)
Caucasian 92.5% (n=67)
Hispanic 80% (n=15)
Native American 1 100% (n=1)
Approve (#4) By Age:
18-40 82% (n=56)
41-60 92.5% (n=40)
>61 100% (n=10)

99% yes
97% yes

34.4% Yes (n=145)
82% Yes (n=143)

Consistency of Understanding and Approval Questions 1 & 4 (Responded yes to Question #1

and Question #4):

82% (n=141)

Consistency of Understariding and Objection (Rev) Questions 1 & 3 (Respond¢d yes to

Question#1 and no to Question #3):

62.3% (n=141)

Consistency of Question 3 Objection (Rev) and Question 4 Approve (Responded no to

Question #3 and yes to Question #4):

80.9% (n=141)
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The nationwide study
" already includes’
Umversxty Hospital.
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Badly injured patients flown to
Brooke Army Medical Center
may soon become part of an’ on-
going national study to Yest an
experimental but potentially Jife-
saving blood substitute. .

Doctors at BAMC armounced
Mongday that the military_hospi-
tal 15 the second frauma center
in the San Autonfo area to join.a
clinical study of PolyHeme, an
oxygen-carrying Tuid that doc-
tors say could help keep trauma
victims from blesding o death

while they ave being transported . foy

to 2 hospital

University Hospital, the re-
gion's largest Level 1'trauma
Gmhasbeenpmofﬂmm
for more than a year

Dn’lbmyWBﬂS]ﬁn,anArmy
trauma surgeon, spid BAMC
should join the study within a
mﬂmaﬁsoonasmmmmm
ical committees give the final ap-
DI‘OVal

A substitute for blood
Broake Army Med ical Center will
join Universt 1in & national
study 1o eval ua’ce yﬂeme a

il ood subsﬂ'tute

Wihat Js: Po*yuafne? . »
An oxygen-ca g}mﬂ blood subsutuiae
compatible

use’in urgent biood foss w

whole blood Is not’ tmmed‘ately
avaliable, -
What will the study- inolve?’;
,Paramedlcs at the scene of an.
accident or aboard a helicopter |
ambulanice will provide badly
injured patients either the' standard .
of care, which is a safine solution,
or a blood subs*titutg urtil the .
patient arrjves at the hospz‘cal
Whigis it impnrﬁant?
Trauma victims often dte from loss
of blood. Whole blood is typically
not available on ambulances or at
scene of an accident,
Solrce; BAMIC . HARRY THOMAS/STARF

University doctors have had to

conduet public outreach at com-
munity meetings ‘and through

the rmedia to make people aware

of the ongoing study
The ethicel considerations

‘were one of the reasons why mil-

iary doctors ook, lohger fo ap

- Currently, ambxﬂames cannot ki said.

carry whole blood because it is
perisheble and must be properly
matched o a patient. |

Paracmed;cs have only saline.

candm:fsevem blood loss - Ge-
MOfwwmeaskmsm

¥ results with civilian accident
victiris are positive, the blood
the batflefield medic's kit one
day, he said,

“It's ahﬂdge,” Bagkln said Of
the blood substitute, “It will by
you timte (ntfl you. get) to where
blood ‘might be a le. -

¥ you're on a mountaintop in
Afghamsban,itwmﬂdhelpm

your life until you could get to a.

combat support hospital where
there might be blood available.”
Alr Life helioqgiter persarnel
6 subatitute, ad only pationts e-of
td pa
transported by these ambulances

meemfenhalsmywm\

pants,

But most patients will be un-
conscious or too Il to make in-
formed consent at the fime they
receive the blood substitute g -
join the stufly

Because ofﬂns BAMC and

- We, Wanted m be absalutel
gure that we were doing this eth-
mnymmf’mﬂycorrectamby
sai

Polsﬁmnemmanmfacmged by
Northfield Laboratories in Evan-
ston, Il,, one wahﬁ-ﬂm com:

produgts that can he l.ﬂﬁiﬂﬂd into
patients who have lost a large
volume of hlood. -

University and BAMC hope to
enroll 20 patients apiece, part of
some 700 the manufacturer needs
to-enroll around the country

Dr Ronald Stewart, chief of
frauma, ot University and the
hospital’s lead investigator for
the study said seven local pa-
tients have been envolled so far

No early results of the study
have been disclosed, he gaid. -

‘Individuals Wwho .do not want

to participate can obtain a brace

1ot from University Hospital that
paramedics not to
administer the blood. substitute
in the event of an accident. -
To learnt miore aboit the smdy
‘or obitain a bracelst, call the pro--
ject coordinator at (210) 557%23

clumiel@express news.net

bloodtypes; for '



The IRB ane
‘What is an IRB
-institutional Review Board

‘Review and approve all experi
that involve human subjects

-Primary mission is the protecti

human research subjects

iRB

suspend or terminate apy

Community
volunteers
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- News US Army Institute of Surgical Research—Brooke
Army Medical Center and University Hospital

atact: 210-567-3623 for questions

Public invitation:
USAISR Brooke Army Medical Center and Unwers:ty Hospital,
chosen to study blood substitute in trauma panents

WHAT: Please join us for a Community meeting about a research
study to be conducted by USAISR, Brooke Army Medical
Center and University Hospital.

WHEN: July 12, 2005 at 7:00 p.m.
WHERE: Live Oak Town Hall

WHEN : July 19, 2005 7:00p.m.
WHERE: Converse City Hall

WHEN : July 13, 2005 6:30 a.m.
WHERE: Blesse Auditorium, Army Medical Department Center and
School, Fort Sam Houston, Texas -

WHO: Toney W. Baskin, M.D. COL, MC, Principa,l Investigator
USAISR-BAMC, Chief, Trauma Service BAMC will present
the details of the «stud'y.

WHY:  USAISR-BAMC will be among a group of Level I trauma
centers in the country to study PolyHeme®, an oxygen-
carrying blood substitute, and its potential ability to increase
survival in critically injured and bleeding patients.

Treatment would begin before arrival at the hospital,
either at the scene of the injury or in the air ambulance.

Please come and learn more about this potential life
~ saving drug and its effect on your community. -




QUESTIONS AND ANSWERS
POLYHEME® TRAUMA TRIAL

Why is this study being conducted?

To evaluate the life-saving potential of PolyHeme® when given to severely injured
patients and bleeding patients, starting ai the scene of injury

To see if PolyHeme can save lives when given at the scene of an accident where a person
is badly injured and bleeding.

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 Efficacyof Poly SFH-P Injection [Polymerized Human
Hemoglobin (Pyridoxylated) PolyHeme®] When Used to Treat Patients in Hemorrhagic
Shock Following Traumatzc Injuries Beginning in the Prehospital Semng

What is the design of this study?

Patients in “hemorrhagic shock” will begin to receive either the standard of care (salt
water) (control) or PolyHeme (investigational treatment). Treatment would begin before
arrival at the hospital, either at the scene of the injury or in the ambulance, and continue
during a 12 hour postinjury period in the hospital. ‘

Patients are shock from bleeding will be put randomly into one of two groups.
“Randomly means they are put into the groups using a process like “flipping a coin”

One group, called the “Control” group will get salt water and blood for the bleedzng
The study group will get PolyHeme for the first 12 hours for the bleeding. Treatment
begins at the scene of the injury or in ambulance and lasts for 12 hours.

In the hospital, patients in the control group will receive salt water Jor hydration and
blood if necessary to boosts oxygen levels. As much as needed is given.

Patients in the study group will receive salt water for hydration and PolyHeme® to boost
oxygen levels. Up to 6 units PolyHeme will be given as needed during first 12 hours.
After that, blood is given if needed.

What is hemorrhagic shock?

Hemorrhagic means losing a lot of blood.
Shock is a life-threatening condition that might include:

Dangerously low blood pressure
Internal organs not getting enough oxygen and having b‘ouble working
well

e Dying if treatment doesn t work



Why is there a need to improve the way trauma patients are treated ;(,n’ow'?

Trauma is the leading caz%se of death among Americans under the age of 45.

What is the current standard Qf care? qu are trauma patients usually treated?
They are gtven saline solz;tion (salt wa!er) at the scene or in the ambulance. When they
arrive at the hospitai, mey are given blood. T he person should receive his/her own blood

type. This takes some time to do tests to be sure the right type of blood is given.

Who can take part in this study?

Pnation

A erl«(.flb

-t

vho have lost a lﬂrgp ﬂmnunf nfwv od and are in shock

VI ray w7 WA

Patients who are at least 18 years old
Patients who have severe injuries causing lots of bleedmg

-

Who would be excluded from the study?

Women who are obviously pregnant

Patients with severe brain injuries

Patients who require CPR to maintain their heartheat

Patients who are not likely to live because the injuries are so bad
Patients who are known to object to blood transfusions
Patients who are known to refuse CPR

What is PolyHeme®?

PolyHeme® is a blood substztute made from human blood that lets oxygen be carried to
the cells in the body. PolyHeme can be given to people with any blood type. There is no
special testing needed. PolyHeme® has been purified to reduce the risk of causing
diseases. PolyHeme is good to use for up to 12 months after it is made.

Is PolyHeme® safe?

In clinical trials to date, PolyHeme® has demonstrated no clim‘cally relevant adverse
effects.

Up to now, PolyHeme has not caused-any clinically bad problems

Past studies have shown that PolyHeme® carries as much oxygen as blood, has not
caused problems for the body's organs, keeps people alive who have lost all of their own
blood, and can be given up to two times a person’s entire blood valume

Has PolyHeme® been tested on humansbefore?

There have been 5 human clinical trials of PolyHeme®.
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How many patients have been treated with PolyHeme®?
Over 300 patients have been treated, including patients in a hospital-based trauma trial.
What happened to them?

In the Phase Il hospital trauma trial, PolyHeme® signifi cantly increased survival
compared with historical controls.

In a hospital based trauma study, PolyHeme greatly zncreased the survival rate as
compared to the people with the same severity of injury who didn’ t get PolyHeme.

What is an exception from informed consent?

Regulations established by the Federal government, (21 Code. of Federal Regulations
50.24) specifies the conditions under which an exception from mﬁ}rmed consent so that in
emergency situations, research can be carried out even when consent is not possible
because of the nature and extent of the patient’s injuries.

The Federal regulations concerning research allow research studzes to be done in life-
threatening situation when a person cannot provide consent because they are too sick.
This is called an “exception” because the informed consent does not need to be given
before the study starts. However, as soon as the person can understand what is
happening in the study, ‘then it will be explained to-them and he/she will have a chance to
give permission to continue the study or can make the decision not to continue.

Why was such an exception granted for this study?

Taking part in this study could directly benefit the person because:
o thereisa sze-t‘hreaz‘enmg injury that needs to be treated right away
o Previous studies with PolyHeme showed that it helped people and reduced
the problems that are caused by many blood transﬁzszons
o the risks of using PolyHeme® are reasonable in relation to -what is known
about serious injuries mvolved and the risks and benefits.of standard
therapy.

It is expected that people could not give informed consent because they are in shock

There won't be time to find and ask for consent ﬁom the patient’s legally authorized
representative (LAR) before beginning treatment.

‘Who grants such exceptions?

The U.S. Food and Drug Admmzstratzon (FDA) under regulanons 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. :



What if patients don’t want to take part in this study?
Patients can withdraw from the study at any time by notifying the investigator.

Will patients still receive treatment if they don’t want to take part in the study?

I.A

Bar 1
par 1S Stuay.

Patients will still receive the stand, ‘ra ‘) wot to take

What are the potential benefits of taking part in the study?

PolyHeme® may increase the chance.of survival after a sevéré trauma injury.

Patients might avoid the risks of blood transfusion.

Patients might avoid problems with the body’s organs that can happen after getting many

blood transfusions
This study may help patzents in the future

What are the potential risks of taking part in the smdy?

Rash

Increased blood pressure

Kidney or liver damage

Transmission of hepatitis and HIV viruses
Unforeseen happenings

How much will it cost patients to participate?

There is no charge to the patient to take part in this study. The costs of certain
laboratory tests that are required will be paid by the study sponsor.

Will patients get paid to be in the study?
No, patients will not be paid for being in this study.
Who is the manufacturer of Polyﬁeme@?

Northfield Laboratories Inc., Evanston, IL. For more information, visit
www.northfieldlabs.com



News Release — BAMC/ISR has Joined The PolyHemg@ Clinical Trial

Brooke Army Medical Center-and the U.S. Army Institute of Surgical Research together
will become the first rn1htary medical orgamzatlon to conduct a chmcal trial with a blood
substitute product called PolyHeme®. - '

Researchers at 20 civilian medical centers around the coumry are conductmg a Phase Il
clinical trial of PolyHeme®. The multi-center trial will involve-an estimated 720
panents Brooke Army Medical Center and the University of Texas Health Science
Center in San Antonio together will enroll 40 participants — these two level 1 trauma
centers cover the greater San Antomo area for trauma care.

Produced by Northfield Laboratories of Evanston IL, PolyHeme® has shown promise in
earlier trials. The product is intended to keep trauma victims alive during transport to a
hospital where resuscitation ﬂulds and b!ocd transfusions are available to treat shock
from blood loss.

Treatment will begin at the scene of injury and continue in the air ambulance to the
hospital. Eligible patients will receive either standard of care intravenous fluid
(containing salt water) or PolyH&me@ Because the patients eligible for the study are
unlikely to be able to prov1de consent due to the extent and nature of their injuries, the
trial will be conducted under federal regulations that allow clmwal Tesearch in emergency
settings using an FDA-approved exception from the requlrcment fmf informed consent.

Patients in hemorrhagw shock (a condition of dangerously low blood pressure due to
blood loss) will begin to receive either the standard of care (sah ‘water) or PolyHeme®
(investigational treatment) Treatment would begin before arrival at the hospital, either at
the scene of the injury or in the air ambulance, and continue- dumng a 12-hour post-injury
period in the hospital. In the hospital, patients in the control group will receive salt water
for hydration and blood if necessary to boost oxygen levels.

If approved by the FDA, a blood substitute would be very valuable in treating
hemorrhage on the battlefield when blood is not immediately avaxlable Military doctors
think an effective blood substitute product would save many lives in. battlefield medicine.



AGENDA FOR COMMUNITY MEETING

 Live Oak Community Meeting
July 12, 2005 at 7:00 p.m.
‘ -AGENDA

POLYHEME® TRAUMA TRIAL COMMUNITY MEETING

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 Prehosp1tal Setting

7:00 pm. Registration

7:15 p.m.
7:20 p.m.
7:30 p.m.
7:45 p.m.

8:30 p.m.

Welcome and Introductions o w

Federal regulations and the Institutional Review Board br; Jenice Longfield
Explanation of PolyHéme@ trial Dr. Tony Baskin Prif/n’ary Investigator
Questions and Answers Dr. Jenice Longfield & Dr. Tony Baskin

Adjourn f’



 FORIMMEDIATE RELEASE

BROOKE ARMY MEDICAL: CENTER
AND THE UNIVERSITY OF TEXAS
ARE PARTICIPATING IN A STUDY FOR AN INVESTIGATIONAL
BLOOD ‘

SUBSTITUTE IN TRAUMA PATIENTS
Clinical Study: Treatment to Begin at Scene of In;ury

San Antonio, Texas -- July 7, 2005 ~—,-B‘AMC and University Hospital are participating
in a groundbreaking national clinical trial to evaluate the safety and efficacy of
PolyHeme®, an oxygen-carrying bloed substitute, in increasing survival of critically
injured and bleeding patients. Under the study protocol, treatment would begin before
arrival at the hospital, either at the scene of the injury or in the air ambulance, and
continue during a 12- hour post injury period in the hespital. Since blood is not presently
carried in ambulances, the use of PolyHeme® in these. set‘angs has the potential to
address a critical unmet medical need for an oxygen-carrying solution where blood is
currently not available. 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.

“We are excited to be included in this groundbreaking chmcal trial,” commented
Tony Baskin, M.D., the principal investigator. “Trauma-related injuries are a leading
cause of death among Americans under 45 years old, accordmg to the CDC’s National
Center for Injury Preventlon and Control. In fact, almost one in five trauma patients die
from their injuries.. If we can begin to treat these patients very-early with an oxygen-
carrying solution and keep their hemoglobm levels up, we might well see more
survivors,” he added.’

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 protocel is granted by the Institutional Review
Board (IRB) responsible for approval of the research study if the IRB finds that patients
are in a life-threatening situation requiring emergency medical intervention, currently
available treatments are unsatisfactory, potential risks are reasonable, and participation in
the study could provide a direct benefit to the- patxents enrolled

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

About Northfield Laboratories |
Northfield Laboratories i 1s a developer of an oxygen-carrying blood substitute. Its

product, PolyHeme® requires no cross matchlng, making it immediately available and
compatible with all blood types, and has an extended shelf life of over 12 months.



US Army Institute of Surgical Research
and
Brooke Army Medical Center
POLYHEME® TRAUMA STUDY
PUBLIC NOTICE

USAISR and BAMC operate as a Level I trauma center in the United States
and are considering participating in a clinical study of a new, potentially life-
saving treatment for severely injured patients who are: bleedmg and in shock.
A prerequisite for participating in this study is natxﬁcatmn to the
community of a waiver of mfm*med consent. :

The traditional appfova} of a clinical trial  includes a requirement that
informed consent be obtained from patients before enrollment can occur.
Under special circumstances and in accordance with federal regulations, a
clinical trial may enroll subjects in emergency situations w1th0ut informed
consent if the commumty is given notice first.

In the proposed tnal,ipatlents over 18 years of agé’wh{)uare severely injured,
bleeding and in shock will be eligible to be enrolled in the trial.

In severely injured trauma patients it is unlikely to be able to obtain
informed consent due to the nature and extent of the injuries. This study uses
a provision for an exception from informed consent requirements in
accordance with federal regulatmns (21 CFR 50. .24) Patients, their legally
authorized representative, or a family member will be notified at the earliest
opportunity of their enrollment and the details of the resaarch study. A
patient may withdraw or be withdrawn from the study at any time without
influencing the care he or she would receive and without penalty or loss of
benefits to which the patient is othemds& entitled.

Any person who has. questmns, comments ot wmhes not to participate in this
study may contact 210-567-3623. \



