Hemoglobin Therapeutics 2545 Central Avenue
Suite FD-1
Boulder, Colorado 80301
303.440.9988
Fax: 303.444.3013

Food and Drug Administration
12420 Parklawn Dr, Rm 1-23
Rockville, MD 20857

RE: Inveétigational New Drug Applicgtiqn,_#ééSé VU

Dear Sir or Madam:

The attached information concerning public dlsclosure followmg the completion of the
clinical investigation of Diaspirin Crosslinked Hemoglobin (DCLHb) involving an_
exception to informed consent was inadvertantly mailed last week to the FDA's Center
for Biologics Evaluation and Research (Office of Blood Research and Review) along
with our corresponding IND submission, If that document has been forwarded to | your
offices for Docket 958S- 0158 this duplicate submission ‘may be dlsregarded. ,

If there are any questions concerning this submission, please contact me at (303) 54
3320.

Sincerely,

"0 s

Todd Marshall : o
Associate Director of Regulatory Affalrs
BAXTER Hemoglobin Therapeutics
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Hemoglobin Therapeutics 2545 Central Avenue
Cuite FD-1

Boulder, Calorado 80301

303.440.9988

Fax: 303.444.3013

Docket Number 955-0158
Dockets Management Branch (HFA-305)
‘Food and Drug Administration

12420 Parklawn Dr. Rm 1-23

Rockville, MD 20857

RE: Investigational New Drug Application #6859

Dear Sir or Madam:

In accordance with 21 §50.24, and 21 §312.130 concerning Baxter Healthcare

Corporation’s Investigational New Drug Application #6859, we are enclosing copies of
information concerning public disclosure following the completion of the clinical

investigation of Diaspirin Crosslinked Hemoglobin (DCLHb) involving an exception to 7
informed consent. &

Each of the 18 clinical sites involved in the U.S. DCLHb trauma trial which completed
pre-study community consultation/public disclosure activities and received —
investigational product (DCLHb) have completed their post-study disclosure actlvmes

This submission includes post-study information recently received from Palmetto ="~ -
Richland Memorial Hospital (Columbia, SC), Vanderbilt University Medical Center
(Nashville, TN), Lehigh Valley Hospital (Allentown, PA), University of Plttsbux_'gh
Medical Center (Pittsburgh, PA), MetroHealth Medlcai Center (Cleveland, OH), Alﬁért
Einstein Medical Center (Philadelphia, PA), Hershey Medical Center (Hershey,
University of Maryland Medical Center (Baltimore, MD), Chnstxana Care Health
Services (Newark, DE), St. Anthony Central Hospital (Denver, CO); Washmgton :
Hospital Center (Washington, DC), Memorial Medical Center (Savannah, GA), =
Carolinas Medical Center (Charlotte, NC), and University of Texas Medical Center
(Dallas, TX). This submission also includes recent “national” press coverage pertaining
to the use of an exception to informed consent in the U.S. DCLHb Trauma Study.
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The post-study public disclosure information from Palmetto Richland Memorial Hospital
includes an April, 1999 letter, press release and public notice sent to community )
members who had b¢¢n noti  pre-stu
' consultatlon/pubhc dxsclosure peuod (Attachm t1). § Su:m
dey hics, Vay,

(Attachment 2). The study resultsu'were dxscusjscdvdunng
L Conference in May, 1999 and were scheduled
August 27,1999 (Attachment 3).

Additional post-study public disclosure information from the Vaiidc'f;l’ﬁ’lt University
Medical Center includes a June, 1998 follow-up letter to the Vanderbilt Community
Committee summarizing their May, 1998 meeting where this clinical trial was discussed

(Attachment 4).

Additional post-study public disclosure information from Lehigh Valley Hospital
“includes an April, 1998 letter sent via certified mail to all participants in this trial

(Attachment 5).

Additional post-study public disclosure information from the University of Pittsburgh
Medical Center includes a May, 1999 letter to the City of Pittsburgh Commission on
Human Relations which had been consulted during the pre-study community
consultation/public disclosure period (Attachment 6). This letter was also copied to the

study investigators.

Additional post-study public disclosure informaticn from MetroHealth Medical Center in
Cleveland includes a January, 1999 public advertisement translated into Spamsh m o
Nueves Horizontes (Attachment 7).

The post-study public disclosure information from Albert Einstein Medical Center =~
includes a public notice published in March, 1999 in the Philadelphia New Obse
(Attachment 8). The same public notice was also pubhshed in March/Apnl 199
Olney Times, Mt. Airy Times Express, G‘ermantowntpurier, and Norlheasf
Newsweekly. A compllatlon of documents summarl 121 g the DCLHb U S. trauma mal ,

Medical Center (Attachment 9.

Additional post-study public disclosure activities at Hershey Medical Center includeda™ ™~
March, 1999 follow-up letter to personal calls made previously to members of their
community group (Attachment 10).



-~ May, 1999 in the Baltimore Sun (Attachment 13). P |
" during May, 1999 in the Aﬁ-a-American Ba?timore ,fimék, and Czty Paper “The trie
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The post-study public disclosure information from the University of Maryland Medical

- Center includes the minutes from a March, 1999 Community Meeting which mcluded

members of the pre-trial community ¢ consultanon group (Attachment 11), an April, 1999
article in the Baltimore Times (Attachment 12), and a copy of a public notice publis hed in
public notice was also pu -

‘results were also disseminated at weekly staff meeti Adams Cowley S
Trauma Center as well as through hospital lectures such as the } ursing Trauma ... .-
Conference in April, 1998 and the Trauma Fellows Crmcal Care Lecture in March, 1999

Additional post-study public disclosure information from Christiana Care Health Services
includes an April, 1998 e-mail message to the key study (Attachment 14).

Additional post-study public disclosure information from St. Anthony Central Hospital in
Denver includes an article published in the spring, 1999 quarterly hospital publication,
Trauma Rounds (Attachment 15).

The post-study public disclosure information from the Washington Hospital Center
includes a summary of the procedures utilized by WHC during post-study disclosure of
DCLHD study termination (Attachment 16). These activities included a meeting with the
WHC Community Relations Council (Attachment 17), a DCLHb “Fact Sheet” released to
the press in March, 1999 (Attachment 18), and a similar public notice placed during
March, 1999 in the Washington Times, the Washington Post, the Washington Informer,
and El Pregonero (Attachment 19). In addition, this information was published in the
April, 1999 Washington Hospital newsletter, The CenterLine (Attachment 20).

The post-study public disclosure information from the Memorial Medical Center in

Savannah, Ga. includes a May, 1999 public notice published in the Savannah Morning
News/Evening Press (Attachment 21) and a copy of a recent letter to study parumpants
(Attachment 22).

Additional post-study public disclosure activities at the Carolinas Medical
Charlotte, NC included the presentation of DCLHb U.S; trauma tudy results
September, 1998 public forum in Charlotte on medxcal research (
issues.

The post-study public disclosure information from the University of Texas Southwestem o
Medical Center at Dallas includes a May, 1999 public notice printed in the Dallas
Morning News and translated into Spanish in E! Sol de Texas (Attachment 23).
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Recent national press coverage on the exception to informed consent issue which
specifically mention Baxter’s DCLHb study inclu des aMarch 1999 article from Nature:
Medicine (Attachment 24) and a March/April \ “ ftter
(Attachment 25) '

Sincerely,

14 erkeall

Todd Marshall
Associate Director of Regulatory Affairs
BAXTER Hemoglobin Therapeutics




g

August 26, 1999 IND #6859 Page 5

I F E N)

Letter to commumty members SR : -

;... Article printed in hospital newsletters Natatzons and |
- (May, 1999) 7
- Documentation of in-hospital Trauma)Conference Press release -
(August, 1999)

Vanderbilt University Medical Center (Nashville, TN)

Attachment 4:  Letter to Vanderbilt Community Committee members
Lehigh Valley Hospital (Allentown, PA)

Attachment 5:  Letter to trial participants
University of Pittsburgh Medical Center (Pittsburgh, PA)

Attachment 6:  Letter to City of Pittsburgh Commission on Human Relations
MetroHealth Medical Center (Cleveland, OH)

Attachment 7:  Notice printed in Nuevos Horizontes Weekly Newspaper
(Jan. 19, 1999)

Albert Einstein Medical Center (Philadelphia, PA)

Attachment 8:  Notice printed in local newspapers (Philadelphia New Observer,
Olney szes, Mi. diry Times Express, Germantown qufter, and -

Attachment9:  Study summary documents sent to hospltal emergency m
faculty and residents ,

Hershey Medical Center (Hershey, PA)

Attachment 10:  Letter to community members
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LIST OF ATTACHMENTS (Continued)
University of Maryland Medical Ce'n: er (Bal

Attachment 11:  Minutes from commu
Attachment 12:  Atticle in The Ba
Attachment 13: _Notice - printed

Sun, Aﬁo—Amertcan Ci

Christiana Care Health Servnces (Newar )
Attachment 14:  E-Mail memo to study personnel

St. Anthony Central Hospital (Denver, CO)

Attachment 15:  Article printed in hospital publication Trauma Rounds
(Spring, 1999)

Washington Hospital Center (Washington, DC)

Attachment 16:  Site summary
Attachment 17: ' WHC Community Relations Council meeting minutes
Attachment 18:  Information released to press (March, 1999)
Attachment 19:  Notice printed in local newspapers (Washington Times,
Washington Post, Washington Informer, and El Pregonero) A
(March, 1999) \
Attachment 20:  Notice printed in hospital newsletter The Centerline (April, 1999)

Memorial Medical Center (Savannah, GA)

Attachment 21:  Notice printed in Savannah Morning News/Evening Press -
(May 15, 1999)
Attachment 22:  Letter to trial participants

University of Texas Medical Center (Dall;'sr,ﬁ’l"X)

Attachment 23:  Notices printed in Dallas M&;{l‘mg: »
de Texas (March, 1999)

National Press Coverage
Attachment 24:  Article in Nature Medicine (March, 1999)
Attachment 25:  Article in SAEM Newsletter (March/April, 1999)






PALMETTO J RICHLAND

MEMORIAL HOSPITAL

154 Doe Street o
Columbia, SC 29203 , o e

Dear Mr. Doe,
In June 1997, Richland Memorial Hospital sent you a letter noufying you that we were -

participating in a Federal Drug Administration (FDA) approvcd efﬁcacy tnal of Dxasp‘nn |
Cross-Linked Hemoglobin (DCHLD) in the treatment of severe traumatic hemorrhagic .
As a requirement of that study, the FDA requires that once the study is concluded that
notification go to the community on the results of that study. In that attached document, we
detail the study’s national and local results to fulfill that requirement This information also is

being sent to statewide television, radio and print media.
If you have any questions abcut this information, please contact Palmetto Richland’s

Public Relations department at 803-434-6891.

| Sincerely,

Raymond Bynoe, M.D., EACS. =
Medical Director, Trauma Services

20203-6897 & 803 434.6891 4 wwwpalmetorichland.edu

FIVE RICHLAND MEDICAL PARK DRIVE @ COLUMBIA, SC
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" FOR IMMEDIATE
Aprl 16,1999

RICHLAND

MEMORIAL HOSPITAL

PALMETTO

In 1997, Palmeuo R.chland \demonal Hospnal was one of 17 sxtes nadonvnde that
participated in a research study to determine the cflectiveness of a new treatment for tauma
victims with severe blood loss due to traumatic injury. The study was canceled in the past year.
In addiion to receiving standard care for such cases, participants received Diaspirin
Cross-linked Hemoglobin (DCLIib), a blood substitute, or a zontrol saline solution. DCHLD,
which contains human red blood cells, was being researched to determine if it cou!d increase
blood flow and oxygen to vital organs in patients with traumatic injury. S
In January 1998, the trials sponsoring corpany, Saxter Healthcare Corporation. ended
this trial, following an interim data review by the trial’ indeper.dent monitoring safety
committee. The committee found that patients in the treatment group had an increased
mortality compared to those in the control group. Although the data do not indicate that the
increased mortality was due to the treatment being tested, Baxter decided to cancel the study
out of concern for patient safety. Approximately 100 of 850 expected participants had been
enrolled in the study nationwide. Y
At Palmerto Richland, five adult patients were treated in the research study. Two of those ‘
patients received DCHLb—of those who received DCHLDY, one patient died as a result of
traumatic injuries. Of those that received saline, one patient died as a result of traumatc

. injuries. There were three African-American patients and two Caucasian patients involved in the
" study. Three were male and two were female.

“Although this study ended prematurely, this type research conm_'xues to 1ay thc

emergency cesearch, in which patlents are unable to give permxss'.on to 'partidpate ciue 0
life-threatening injuries, and they require the immediate medical atrention. Those guicfelines L
also require that participating institutions provide public notification of the outcome of these

studies.
For more information about this study, contact Palmetto Richland’s Public Relations at

803-434-6891.

BRS

FIVE RICHLAND MEDICAL PARK DRIVE @ COLUMBIA, SC 19203-6897 4 903 434-6891 @ www.palmettorchland.edu



Inaddmcntoteceimg smndardweformch cam, study ,
participants recelved Diaspirin Cross-linked Hemoglobin (DCLHE),
a blood substimye, or & cantol saline solution. DCHLY, which

containg humnn red blood cefls, was being researched to determine

if it could ioczease blood flow and oxygen o 'dml organs in pmcnts -

wlth lmumadc injury.

In 1998, the mial’s spovsoring company, Baxter Healthcars
Corporation, ended this trial, following an interim data review by
the mial's independent monitoring safety committee. The commirree
found that parients in the treatmear group has increased mortaley
compared 1o those in the control group. Although the data do not
indicate that the increased mortality was due to the wreatmeant being
tested, Baxter elected to cancel the study out of concarn for patient
safety. Approximately 100 of 850 expected participants had been
enrolled in the study nationwide,

At Palmetto Richland, five adult patients were tzeated in the
nesearch study. Two of those patients recsived DCHLD. Of those
who received DCHLD, one patiap died o3 2 result of xaumatic
Injuries. Three African-American and two Csiicasian patients were
iavolved iu the study. Three were male and two fwmle

'lbe:esearahsmdyusedtheUS FoodmdDmgAdmims:raﬁons
:uldclinufonmergeneymswchmvolvingpmmnmg
Vimmwmdoubmwhomﬁ give permiss

the outcome of thess studios.
For mxre information abouc this smdy
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approximately 100 of 850 expected partmpants had been enrolled

3 ¥

‘ : by that'date. Fatlure to complete -
charts will result m,;en,forcement of medica! smﬂ by-laws. which will restrict admit-

ting privileges. For more information, call Patsy Hathom, 434-7863.

Trauma Research Update
In 1997, Palmetto Richland was one of 17 nationwide sites that participated in a
research study to determine the effectiveness of a new treatment for trauma victims
with severe blood loss due to traumatic injury. The srudy was canceled in the past year.

In addition to receiving standard care for such cases, partmpants received Diaspirm
Cross-linked Hemoglobin (DCLHb), a blood substitute, or a control saline solution.
DCHLb, which contains human red blood cells, was being researched to determine if it
could increase blood flow and oxygen to vital organs in padents with traumatic injury.

In January 1998, the trial’s sponsoring company, Baxter Healthcare Corporation,

ended the trial following an interim data review by an independent monitoring o
safety committee when it was found that patients in the treatment group had an L
increased mortality compared to those in the control group. Although the data do

not indicate that the increased mortality was due to the treatment being tested,

Baxter decided to cancel the study out of concern for patient safety. Nationw1de

At Palmeuto Richland, five adult patiems were trea; _
two patients who received DCLHD, one died as a result
were three African-American patients and two Caucastar
study Three were male and two were female ST

The r&search study used the u. S Food and Drug Administration’s guidelines for ..
emergency research, in which patients are unable to give permission to panfcipate

due to life-threatening injuries, and they require immediate medical attention.~

Those guidelines also require that participating institutions provide public
notification of the outcome of these studies.

PALMETTO ' RICHLAND
WEMORIAL EOSPITAL
FAMETC RCHAND MCTATIOHS 5 AN NFORVATCNAL AMND NEW3 LPDATE FOR THE PHVSICIANS OF AAMET'C SCHARN D MEMCRI HOSATA
Cericar Monye Hovekzst, 434 3704; FAX 434-3'27: cr monye ~avescs@mt sdu
wan. D0 neliorichianc. odu



FOCUS STAT

< The Junior Volunteer rogram will . .
departments that would like a junior volunteer in their areas -
should either complete the form recently sent to all managers or
contact Volunteer Services, 6242, by the end of the business day
today, May 20. Assignments will be announced June 1.

FOCUS newsletter, which includes PalmettoScope, now will be
distributed via hospital mail the first Thursday of each month.
The newsletter no longer will be distributed with paystubs. If
your department is not receiving FOCUS through in-house mail,
please call Tracy McKelvey at 3109.

CHILA ELEXA [RAUMA RES '

n 1997, Palmetto Richland was one of 17 states nationwide to
participate in a research study to determine the effectiveness of
a new treatment for trauma victims with severe blood loss due to
traumatic injury. The study was canceled in the past year. In
addition to receiving standard care for such cases, participants
received Diaspirin Cross-linked Hemcglobin (DCLHb), a blood
substitute, or a control saline solution. DCLHb, which contains
human red blood cells, was being researched to determine if it
could increase blood flow and oxXygen to vital organs in patients
with traumatic injurg.

At Palmetto Richland, five adult patients were treated in the
research study. Two of those patients received DCLHb. Of those
who received DCLHDL, one patient died as a result of traumatic
injuries. Of those who received saline, one patient died as a
regsult of traumatic injuries. o

The research study used the USFDA's guidelines for emergency
research, in which gatients are unable to give permission to .
participate due to life-threatening injuries, and they require -
the immediate medical attention. For more information, call 6891.

[OYEERS |

» held June 7-Aug. 6, All =~

. 2SS P, N 1 F.0) 49 oV K ki ] e

Do you know that as a Palmetto Richland emplovee, you have
rights when it comes to being assigned to caring for certain
patients? The cultural values, ethics or religious beliefs of
employees may be considered when assigning an employee to a
patient. If there is a direct conflict between the employee's
values and beliefs and the patient's care and treatment, Policy
8240-64 outlines how to address this. The policy also says the
employee should notify his or her manager in writing.

When the JCAHO surveyors come to Palmetto Richland in
January 2000, any employee may be asked a question about
employees' and patients' rights. Be prepared. All employees
should have the 1999 Palmetto Richland JCAHO Survival Guide. Read
the book. If questions, call the Employee Hot Line ar 2646.



PALMETTO §J RICHLAND

YEMORIAL HOSPITAL

Date:  June8, 1999 o

To: Todd Marshall
Baxter Hemoglobin Therapeutics

From:  JayHamm, BSN, RN, EMT- @

Trauma Coordinator

RE: DCLHb Disclosure

This is to inform you that the results of the DCLHb study, both locally and nationally, was
discussed at our monthly Trauma Conference on May 26. 1999. Dr. Reymond Bynoe
discussed the study with the attendees and answered questions. The participants at this:
conference were from Emergency Medicine, Orthopedics, Surgery, Rehabilitation,
Radiology and Nursing. The discussion lasted approximately 30 minutes.

if you have any questions, please call me at 803-434-6418.

FIVE RICHLAND MEDICAL PARK DRIVE @ COLUMBIA, SC 19203-6897 € 303 434-7000 ¢ www palmettcrichlfand. edu



PALMETTO § RICHLAND

MEMORIAL NOSPITAL

FOR MORE INFORMATION
— CALL TAMMIE EPPS. 434-4903
OR JO HALMES, 434- 3108
J ELATIONS

particxpated in a research study 10 determtne the. e.ffectiweness of anew. treatment for trauma -
victims with severe bloed loss due to traumatic lnjury The study was cameled in the past year

In addition to receiving standard care for such cases, participants Feceived Diaspirin
Cross-linked Hemoglobin (DCLHD), a bleod substitute, or a control saline selution. DCHLb,
which contains human red bleod cells, was being researched te determine if it could increase
bleod flow and oxygen to vital organs In patients with traumatic Injury. . ..

In January 1998, the trials sponsoring company, Baxter Healtluare Lorpomnon ended
this trial, following an interim data review by the trials mdependcnt menitering safety
committee. The committee found that patients in the treatment group had an increased
mortality compared to those in the control group. Although the data do not indicate that the
increased momnality was due to the treatment being tested, Baxter decided te cancel the study
out of concern for patient safety. Approximately 100 of 850 expected participants had been
enrolled in the study nationwide.

At Palmetto Richland, five adult patients were treated in the research study. Two of those
patients received DCHLb—of those who received DCHLb, one patient died as a result of
traumatic injuries. Of those thut received saline, one patient died as a result of traumatic
injuries. There were three African-American patients and two Caucasian patients mvolvcd in the
study. Three were male and two were female.

“Although this study ended prematurely; this type research continues to lay the
groundwork for other research projects that cne day will help us save more lives ” says
Dr. Raymond Bynoe, Palmetzo Richland traumu surgeon and the study’ local principal
investigator, “I'm enc 7uraged b) thls_ type of trauma resea
The research srudy uxd thé 'U S. Food and Drug dministration's gmdelmes or -

SERTIEE ) 1

lso require that paruc.patlng institutions provide pubhc noufutwn of the outcome of the:»e

studies.
For mere information about this study. contact Palmette Richlands Truuma Services at
y

803-434-6776.
EFY

FIVE RICHLAND MEDICAL PARK DRINE @ COLUMBIA SO 20203-6807 @ 303 4346801 @ www palmettorichland.edu






& Vanderbilt University Medical Center |

Vice-Chancellor for Health Affairs - Tastitutional Review Board
, . - Lk “Nui“ﬂe 7};‘37:32 2103

co‘rs) 343.2648
ri;llt edu

RE: Emergcncy Research and Waijver of Consent-*The Efficacy Tnal of D:aspum Cmss-Lmked
Hemoglobin (DCLHb™) in the Treatment of Sever Traumatic Hemorrhagic Shock”,
(Baxter Healthcare Corporation)

AN

The Community Committee met on May 29, 1998 to discuss the tennma,tlon of thc above-mentloncd

study. Dr. John Morris, Jr. and Judy Jenkins, M.S.N., R.N. were present to summarize the ¢
events of this study and answer questions in accordance with the Emergency Research andrw ,
Consent regulation, 21CFR50.24. The federal regulation requires that the community be mfonncd of
the withdrawal or termination of any study meeting the criteria of the emergency research and waiver

of consent regulation.

Dr. Morris presented an overview of the study to include a description of the study and a description
of the adverse events reported to date. The Baxter Healthcare Corporauon Data Monitoring
Committee recommended 2 hold be placed on patient accrual to examine the data collected in January
1998. This hold was based on an apparent imbalance in outcomes in the 2 arms of the study, in
which the mortality rates were less favorable in the DCLHb group versus the control group. In -
March 1998, the Baxter Healthcare Corporation terminated this study based on efficacy and safcty
analyses, which showed a statistically significantly higher mortality in the subjects who recewed ,
DCLHDb than in the subjects who received riormal saline. From analysis of the data, in tl ' :
patient safety and based on the unlikeness of being able to achieve the primary eff] cacy endpoint of
reducing the 28-day mortality if the study was continued, the stwdy was stopped, ,

study pro\nded by Baxter Hcalthcare Corpotation is cnclosed for your i

2918. For spectﬁc questions regardmg the study, please feel free to, contact Jud
R.N. at 936-0171. 1 o

Enclosures



g ‘,._ergency Research and Wauvcr of Consent -
'[FDA 31 Part 50,24, DHNS 45 CFR Part d6. 4931

al Register, Vol. 61, No 192, pp 51498-51535), thc FoodandDrug
i nig Department of Health and Human Services (DHHS) issued a new
| regulauon gwing Institutional Review Boards the suthority to waive informed consent
requirements in some acute care clinical investigations. The new regulation applies to a limited
class of research activities involving human subjects who are in need of emergency medical
intervention, but who are unable to give informed consent and have a life-threatening medical
condition and who do not have a legally authorized person to represent them. The intent of the
new regulation is to allow research on life-threatening conditions for which available treatments
are unproven or unsatisfactory and where it is not possible to obtain informed consent, while
establishing additional protections to provide for safe and ethical studies. The new regulation

went into effect November 1, 1996.

The FDA and DHHS recognize that subjects with life-threatening conditions who can neither
give informed consent nor refuse enrollment are in a vulnerable position and are in need of
additional protective measures to ensure their safety and welfare. The new regulation requires
additional protective measures be taken by the IRB when reviewing, approving and monitoring

research conduct.

The regulation requires that the IRB must find and document the following;
¢ The research involves a life-threatening situation and available treatment is ejther unproven
or unsatisfactory
Obtaining consent is not feasible
The research is of potential direct benefit to the subject
‘The research cannot be practically carried out without waiver of consent
Consultation with represcntanves ﬁ'om the communitics from which the sub_;ec:ts are likely 10
come G
e There must be pubhc disclosure to the commumty ofthe nsks and of the beneﬁts purpose
 of the study prior to initiation : T
. At completion of the study, there be public dxsclosure of thc dcmograph:cs of the study
population and the results
¢ Additional reporting and recordkeeping requirements with respect to EDA drug and device
apphcanons must be met, and the sponsor must establish an independent data monitoring

committee




What is the status of the DCLHD Trauma ¢rial?
The Efficacy Trizl of DCLHD in the Treatment of Styc{g,Igmmntic_H@mhafc Shock canduc:cdm&u
U.S. has beer, stopped by Baxter Healtheare Corpcgat:'cn,}the study spoasor. The purpose of the study was to

determine if DCLHD could decreasc the amouat of liness fity associated with scvere rauma

16 Wi served imba mmomluy lmon; the teatment group relative to the control group. The
inbalance was such that i{ the study continued it would 58 highly unlikely to achieve the primary efficacy
endpoint of reducing 28-day mortality. For this reasen, and to ensure maxima! protection of patiznt safcty,

Boxter stopped the study.

How many patients were enrolled in the trial? How many hospitals were involved?

Approximately 100 patients wers enrolled at 17 hospitals in ths U.S., with about half receiving DCLED.

What were the specific differences in mortality rates? How many patients died in eachigroﬁp? '

The expected mortality ratc for this paticnt population was appsoximaicly 4C%. There was a1 ohserved
imtalance in mortaliiy among the treatment group relative to the control group. Complete data will be made
available when the study results are fully analyzed and published in the medical literature.

(results from individual centars may be providad at your IRB''s discretion)

Did DCLHb's use contribute to patients’ deaths? Is DCLHb safe?

The da23 do not indicate a clear cause and cffect betweaen DCLHb mfusion and the observed imbalanec in
mortality. DCLHb has been well tolerated in clinical tals over the pest 5 years involvirg approximately

1000 pasients, with approxirately 500 receiving the product.

Patients eligible for the study were suffering from severe fraumatic hemorrhagic shock-- victims of severe
traums, such as motor vehicle accidents, knife and gun shot wounds— with a predicted mortality of
approximatcly 40%. Patients involved were among the most injured of all trauma patients, with only about
3% of all trauma patients being eligible for trial inclusion, All indjviduals earolled in the study received the - -
best standard emergeacy care inchuding transfsions of blood, nsyg:{zgtivc fluids, and surgery as roqui

What was wrong with this trial?

It is eertainly not unprecedented for complex clinical trials which study eritically ill patients to be stopped. .
Baxser collaborated with many wauma investigators on this consensus protocol. The information will give us
& better understanding of furure DCLHD protocols aad advances in weatments for trauma patients.

Where there any notable differences between the treatment and control groups observed?
Althcugh there are identifiable differences betweea the lwo study groups in some variakles such as pre-study
mjury severity and other baseiine measures, none wefe significant enough to allﬂr Eccgivg drawn

APR 0 2 1998
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 Studying the data to betzer understand why thers was a difference,

a3 to why the mortality was higher in the treatment greup. One cannot assume that the sevesizy of injuries

was distributed equally across the treatment groups.
What is the cause lor the differences in mortality?

The data do pot indicate a cleor cause and effect between DCLHb infusion and the observed imbajance in
mortality, but as is often the case early (100 of the plann=d 850 patients) in complex studies of eritically il
patents, the tnswer to “why" may not be ane specific factor. Baxter and its clinfcal investigators are -

Although there are identifiable diffécences betweer the two study groups in some variables suck as pré-stu
injury severity and baseline physiolagic measures, nons were significant enough to aliow a conclusion o be
drawn 2s to why the mortality was higher in the reament group. One cannot assurne that the severity of
injuries was distnbuted equally scross the treatmcnt groups.

What has the FDA said about this trial and this recent development?

“he FDA has been notiffed of all developments

Since this trial was performed under the infarmed ¢onsent waiver, were patients who received
DCLHD put at unnecessary risk?

All patjents reccived the best standard emergency care availsble including ths infasion of blood, fluids and
surgical intervention if necessary. DCLHE was given 35 an add-on therapy to all other standard weadxments.
Nething was withheld from patients.

Patients eligible for the study were suffering from severe waumatis hermorrhagic shock with an expected
mortality rate of 40%. The data monitoring committee and the interim analysis were in place to easwre that
petients wets not put at unrecessary of aveidable risk. Patient enrollment into the study was halted as soon
as a recormendation was received by the committee. The Data Monitoring Committes conducted itselfto the
highest standards, and it is <jear that this approach served the protocol and the patients I the study very well

In addition, prior to the start of the study, the protocal was reviewed by the FDA and the [RB of each
participating center. The [RB consulted with their comraunity and received input Som the community as to

whether the m3a! should be conduczed.

How many patients, if any, gave tonsent?

Patients eligible for this study wese suffering from severe traumatic hemorrhagic shock-- including victims of
car accideats, gunshot and stab wounds—- 50 most conld not give congeat for themselves, Every instituti
had informed consent documents approved by their [RBs, for cases whan it was fessible to obtain consen
{rom the patient or their legally amim-iud representative or family raember. In addition, every institution had
procedures in place to attempt to Jocate family and ebtain consent prior to patient earoliment, if feasible, In . -
addition, procedures were in place to notify the pstient’s farcily, legally authorized representative and the

patient as soon as feasible after the patient’s ensollment to inform them af the patient’s inclusion in the study

and to obtain consent for further participation. .

Two patients werc able 1o give consent themselves. Far several others sorsent w3, obta 0 ily
memabers or their legally authorized representative. As was expected in this patient pe tcases,
PR 07 1958

it was not feasible to obtain consent prior to treatment.
COMMITTER FOR THE PROTECTION

OF HUMAN suBy ECTS
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1161 215t Avenue South

contact VUMC Offce of News and Publlc Abhairs phom (@ smw::
VANDERBILT TO TEST SYNTHETIC BLOOD PRODUCT

Vandarbilt Univarsity Medical Canter's trauma center is ;uring uy to test a new uynthebc

blood product on severely injured patients.
The new investigational product will be ndminutered to patients who are h\ nhock due to

excessive blood loss. VUMC is ona of 35 health cara centers across the country testmg the mwproduct to
determine if it is a viable alternative to saline infusion, the standard treatment,
The upcoming trial falls ander receantly adopted federal regulations giving research institutions
the authority to treat gravely ill patients with investigational drugs or devices in some amergency
situations without their consent (see VUMC Reporter, March 14). o .
The synthetic blood product, called Diaspirin Cross-Linked Hemoglobin (DCLHb), is a purified
human hemoglobin solution. Hemoglobin is the protein in red blood cells that carries oxygen. The
synthetic blood product, which has already been proven safe in prior studiss, is prepmd from unjts of '
l'nmun fed blood cells from voluntm domu who have boen femd napﬁve for t‘hé»vimwﬁm -

ldministrauon ofa blood substitute when b!od& ia ot IVIilch, llid Dr ’(lohn A Mords i T or
of Surgery, and the principal investigator of the Vanderbilt portion of ehe‘study Also partidpating 1,,

thlstudywﬂlbe]udy]enldm RN, MSN,, clinical nurse specialist and case manager in the division

of Trauma.
Before blood can be given to a patient, the patient must be cross-matched so that the correct

type of blood is given, Morris explained. Giving a patient the wrong type blood can be a "fatal



mistake,” Morris said.
Cross-matching can take up to 45 minutes, tine that is not available when an injured patient is
in shock he said. : :
------ Whm a paucnt isin shock the bodyh umble to dcuve; enough blood and oxygen to nﬂ of the
_expmmd Because of this the vilal Organs may no longe: be able to

thmpyweangivefp.upe‘utiuabimytogetoxygmtothetisuu,"Motrhmd.
A breathing tube can deliver oxygen from the air to the blood, Morris said. But within the blood

there has to be a method by which oxygen is carried to the tissues. That is the importance of

hamoglobin.

"In 2 normal situation, the boxcar that delivers oxygen is called hemoglobin,” Morris
explained. "Hemoglobin is the business end of what a blood transfusion is all about.”

But blood trangfusions take time to prepare. 7
“If we had something to give patients in the first 45 minutes that would carry oxygen, ie. a

boxzar, we could shorten the time they are without enough oxygen to the tissues. And that's good,”
Morris said.

Currently, when it is not feasible to walt for bload to be given, the treatment of choice is the
rapid infusion of large volumes of saline to replace fluid loss due to injury, followed by the transfusion
of blood to replace the fluid and blood loss.

The nationwide study will involve approximately 850 severely injured patients at the 35
trauma centers. About 20 to 30 patients will be involved at each institution.

Only those at the greatest risk of death can be considered for the study. Patients can be aither
male or fernale and must be at least 18. Patients with severe head injuries or whose heart has :topped
tnthehospitalwﬂlnotbcmﬁet‘cdinbth!smdy oy

The study participants will be randomized, smwmmdveaummmcu' ‘
Some will receive an equal amount of saline. All will receive gta
mmugaucmmmmmcomammwm&’ before ¢
the study 50 neither the pafienb nor thc patients' phy-lcm\ can choose which so)
Possible risks associated with the synthet!c blood product indude a umpoury yellawing of the glin,
rad discoloration of the urine that does nouffectlddncy ﬁ:mbcm, abdominal cramps and m'&z&uumm |
blood pressure, a desired effect in a patient suffering from shock.

Morris said the implications of the study are important for several reasons.

"It's important to the people of Tennessee for several reasons. This is a rural state and the

transport time to definitive care is relatively long. Consequently the risks of shock are relatively




high," he said. A
The new gynthetic blood product has a shelf life of more than a year, and can be thawed for usg
after it is frozen.
_“Allyoud have to do is manufactuse i, nup i

AT

ochnﬂy ‘ttktoflhe‘ hosplhl.‘admfmshe:ed while Muu;ggouu,ej in u ground or air ambulance.
%mshpwmhhguuusmdmmmpmhospiwemkmmmvmw
For now, the question of whether the product wacks better than saline is all that this project

attempts {0 answer,
"It's not a question of whather this praduct serves as a boxcar. We know it does. It's not a

question of whether it's safe. It has been demonstrated to be safe. The question is can we give it, can we
give it early enough and can we give it in volumes sufficient enough to save Lives,” Morris said.
"We're confident we're not going to make anyone worse. The question is can we mala a

significant number of paople better.” o
As part of the new regulations giving research institutions the authority to treat gravely ill

patients with investigational drugs or devices in some emergency situations without their consent,
VUMC is seeking feedback from the community. To respond, please contact Vanderbilt's Institutional
Review Board at (615) 322-2918 or fax comments 1o (615) 343-2648. A

VYUMC
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Dear Mr. -

As a participant in the national HemAssist® (DCLHb™) trauma study spansored by
Baxter Healthcare Corporation, we wanted to inform you that the study has been

haited.

Baxter stopped the study after an Interim review noted that the survival rate for: ‘.he
greup that received the HemAssist® blood product was as expécted, compared to a
higher-than-expected survival rate in the control group. Baxter felt that to continue
this study would not accomplish its goals because of this imbalance.

The data does not indicate a cause and effect between the blood preduct and patient
survival. Baxter and the clinical investigators are assessing the impact of many

factors to determine the reason for the imbalance including protocol design, timing of
the administration of HemAssist®, other treatments, and severity of patient mjurles in

the two treatment groups.
Lehigh Valley Hospntal was one of 17 sites nat:onwide to parﬁc:pate in thf;

the study, you were given all the standard emergency care avallablg ‘Ther patients 7
in the control group received saline; these patients in the trg nt group recelved

this blocd product as add-on therapy only. TR




Page Two
April 2, 1998

= _Researoh is responscble for many advances in health care and thus ultimately
. "beneﬁfs pat:enbs At Lehsgb Va!Tay Hospital we are committed to providmg the best
| ] ed i

“Ine ad b o vital organs when a paﬂent is in shock thus
‘possiply preventing argan failure;
. lower risk of contamination because it Is man-made;
. saving critical time in stabilizing a patient because it does not have to

be typed or crogs-matched;
. and fewer blood supply shortages.

We have attempted to contact you by phone to give you this update. If we have not
reached you or you have further questions, please do not hesitate to contact us at

(610)402-1286.

Sincerely,

Mark D. Cidolle. M.D.. Ph.D., FACS
Assaociate Director for Trauma

*
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&) UPMC HEeALTH SYSTEM

May 19, 1999 Pittsburgh, PA 15213-2532

Charles Morrison, Director
City of Pittsburgh Commission on Human Rclations

" Room 908 City-Counry Building
* 414 Grant Sreet
Pmsburgh.‘PA 15219

RE:  The Eff “c)' Trial of Diaspirin Cross-Linked Hemoglobm (DC :
‘n'aumaric Hcmorrhamc Shock -

Dear W‘Moruon

The purpose of this leiter is to provide a summary of te local results of the study referenced abo&c which was
presented to the Commission in 1997, The Coramission was consulted before siarting this study, because it was
conducted under a new federal regulation which allowed emergency treatment to begin without a subjcct’s consent

under certain strictly defined circumstances.

UPMC Hecalth System was one of about 40 sites nationwide that was asked (o determine the effectiveness of a new
treatment for trauma victims with severe blood loss. The study invalved a pataated, experimental blood substitute
that was given to adult patients with life-threatening injuries. The blood substitute, developed by Baxter Healtheare
Corp., wag given for emergency treatment along with standard therapy, including blood. Random selection was used
to determine which patients received active treaiment and which patients received saline solution as a control,

Baxter decided to terminats the study after 2nrollment of approumatc!y 100 of its cxpected 850 pa.rucxpants from
October 1 to December 22, 1997, at 16 sites in the United States. An interim data review by the srudy's independent
data monitoring commitiee found that patients in the study treatment group had significantly increased mortality
compared to those in the control group. Although th2 data do not indicatcd why the treatment group had a higher
martality rate than the control group, Baxter decided to cancel the study out of concern for patient safety. Further
analysis of the data is going to be done to detsrmine what factors contnbured to the higher mortality rate in the

treatment group.

Principal investigator {n the study for UPMC Health System was Andrew Peitzman, M.D., professor in the
department of surgery. Three patients were enrofled at UPMC Presbyterian during the study period. All three
paticnts were caucasian adults. The first patient, 8 woman, received the experimental blood substitute and died while
in the hospital. The second and third patients, both men, received salinc solution and were discharged alive from the

hospital

The Institutional Review Board and the study investigators wish to thank the Commission for their pam'cipé.ﬁon as
community consultants,

Smcerely yours,

Zgwd’/\»é Z///kr\

Elizabeth L, Cohn, MPH

¢ Marilyn J. Borst, MD
Anita Courcoulas, MD
Edward J. Kimball, MD
Andrew B. Peitzman, MD
Dennis Swanson, MS
W. David Watkins, MS, PhD, MD
Randy J. Woods, MD
Donald Yealy, MD
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ipleos y “‘ervicios

-

ty 19, 1999 - Nuevos Horizontes Weekly Newspaper - Cleveland, (L)ﬁii;!-‘ Pagc-;

portunidades en Ventas de Publicidad

s a la compania de publicidad de television de mas
lo crecimiento en los estados del Medio-Atantico, La
on Central de Media Partners, ¢l brazo derecho en
«cidad de -Adelphia Cable Communications- esta bus-
D unas cuantas personas motivadas y entusiasmadas
iingresarlas al equipo de ventas. Los candidatos seran §
derados basado cn la experiencia, historial de trabajoy |
ividad. . S s
ativo Mayor de Cuenta - Erie, PA: Esta posicion ||

a cucntas mayores de agencias cn -Western |
{vania, New York y ¢l Noreste de Ohio. Un diploma §

3‘
de experiencia en venta de publicidad en medios 1
nativos es requerido. Un grado de colegio mas experi-
en cucntas grandes es preferido. Esta posicion se

' sufrian de pérdida de sangre severa.

4] El cstudio, llevado a cabo en 17 centros de trauma en Ia aacnén, fue detenido por

 pateatizado. De acuerde con los oficiales de Baxter Healtheare, el Comité de

Monitoria de Informacion que estaba sobre mirando ¢l esfuerzo de estudio

. o \ i i £ nacional decidié que el estudio probé el no tener un efecto
™ . - a 2] v l P . . .
sucla superior o su cquivalente, mas al menos cuatro [} 4 umentar ta sobrevivencia del paciente.

individuo oricntado en metas que pucda trabajar
sndicntemente. Lista posicién conlicva. un salario
iones mensuales, incentivos cuatrimestrales’y dictas
ales por ¢l automovil. ’

livo de Cuentas - Erie, PA; Lake County, OH; |
burg, VA; Tazewell, VA, Un diploma de escuela | |

or o su equivalente y dos afios o mis de experiencia | |
atas de publicitaria en medios informativos’ es re- |

». Un grado de colegio con experiencia en ventas es_
do. Conocimicnto de mercadeo o publicidad en des-
+ impreso, disefio y produccion de radio y television.
posiciones conllevan un salafio, comisiones mensu-
ncentivos cuatrimestrales y dietas mensuales por el |
bvil.

nador de Ventas de Publicidad - Erie, PA. Esta
In provee soporte administrativo, clerical, trafico y
zion al departamento de ventas de publicidad. Un

cf ista | SC | I nueva regulacién de la -U. S. Food and Drug Administrs
a al Gerente de Ventas de Erie Pensylvamia y requiere | . a los pacientes conscientes en peligro de muerte, y pira %

-} notificacion del resultado del estudio es un requerimiento

~por este estudio puede contribuir para otros estudios dej.!;a‘”’mi; :

Termina el Estudio Terapéutico de
Hemoglobina en ¢l MetroHealth
Medical Center

i

]

El !}fletmllcalth Medical Center ha terminado con el citﬁnditd:in‘v?oﬁstigaltivo que fue
designado a evaluar un nuevo tratamicnto para pacientes seriamente heridos que

Baxter Healtheare, Inc., desarrvolladores del producto 'de sustituto de sangre

positivo de beneficio en

El estudio terapéutico de la hemoglobina fue el primero en la nacién cn usar una
ion-{FDA) que permitia
s pacientc aro oS que 510 tenian a
1adic disponible para dar concentimiento, a recibir un tratamicnto experimental

si no cxistia un (ratamicnto alterno con una bucnaﬁopﬁriunidad_ﬂdc éxito. La

A la vez que este proyecto en particular no probé quc?

_ . lucto fuera efectivo,
los estudiosos en Metrollealth Medical Center creen qu

,‘:Vixiforma“c‘ién obtenida

‘ u?l;ectrénica
estudio. Usted

DCLHD Study =

c/o MetroHealth Medical Center
Emergency Medicine
2500 MetroHealth Dr.

Cleveland. Ol 44100 1000

- ———
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ne1guurnoudas.

This may sound like typical political
rhetoric, but these candidates insist that
they are not just posturing and their indi-
vidual experiences have placed them in
ideal positions to assume the role of a
uncil person.

Juan Ramos cites his 29 years of pub-
uies-that this enhances his appealability. Even

: party, his afﬁlxauon with the pohucally influ-
side ability

Y much an

-~ os was presxdeptofd\eDelawa;eV ley Voter

T

he increased voter registration in Philadelphia

three-year period, It was through
ded ‘to mount his own ¢

.thatRamos,

year ago as 1 was in the :m&t of a voter feg- -
sle wanted to-sée new faces, ideas'and cnergy' -

ys asked me when are you going to.run,” he

reason for being in the race is to target incum-
suncilperson. There has been recent criticism
areas relating to the Hispanic community, but

; not altogethcr true. “I want to make it clear

d everyone is trying to be one of five. You run
mself and this is the focus of my campaign.”

iotion that Ortiz is his focus, he does address
with the Ortiz agenda. “There is discontent in
rmance of Ortiz in the last 14 years.There has
buld impact the everyday lives of the Hispanic

it and his strongest supporters include former
| mayoral candidate John F. Street. ’

ng- - ter city attomey, has been politically
€. chart his course, aligning himself with
would enhance his cmd:blhty Nesmith is a
wk, who co-chairs his campaign with Mayor

running for Congress last year, when the first

ces, ECS, needs fostes parencs for some very

4 medical eeds such a5 diabeves, cerebral paley,
ents and other condioons. l
o e programs. ECS.

B aried peopie age

Aﬂ'i(okukab'ghan:nd

es Foster Care at 215-351-1419
SO 0.

'} severe. hemorraghic shock has ended. Baxter Healthcare Corporanon,

———— 4 A P WA A dea

o ey Syl e AL AU EUNAL WY WAL LI

law to ﬁght for his comm&mty :
Nesmith's campaign slogan says that he stands “head and shoulders above the

crowd.” He says there are four levels of experience that form the basis for this belief:
1) his government experience; 2) his work with community-based organizations; 3)
his relationship with the private sector and; 4) his life is a semblance of hope.
Nesmith proclaims, “I did not grow up- -with a silver spoon in my mouth. I struggled.
I grew-up on welfare and in the projects. I hope to be someone in council that young
people can say, ‘Steve Nesmith grew up in public housing and on wclfare, and they

Y- TR IR

'-cansay, lfhccanmakeabemcrllfeforhrmself thensocanl"‘

“The. b!ood substxtutc clmlcal tnal that mvol-vcd the adrmmstranon of
blood solution with waiver of mformed consent for. the. ‘treatiment of

the sponsor of the trial, decided to stop the trial following an interim
data review by the trial’s xndcpcndent monitoring committee.

'Patxcnts enrolléd in the study were gravcly ill victims of severe trauma,
.such-as motor vehicle accidents, kmfc and | gun wounds who had high
expectancy of mortality. -

Approximately 100 patients of the expected 850 part1c1pants were

enrolled nationwide. Analysis of interim patient data by the committee,

using a published model (Trauma Injury Severity Score [TRISS]) of

predicting outcomes in trauma patients combining physiologic and

anatomic indicators of severity and age, indicate the predicted death rate

in the treatment group (received DCLHb) was 42.6 percent while the

actual mortality was 46.2 percent (24 of 52 patients). The predicted

death rate in the control group (received placebo of saline) was 35.5 per-

cent with an observed death rate of 17.4 (8 of 46 patients:) Some differ- -
ences were noted between the two groups (DCLHDb or placebo). None |
were significant enough. to verify why the treatment group (received
' DCLHb) had a higher death rate than the control group (received place-
bo, saline.) Further analysis of data was inconclusive. Study results wnll
be submitted to a scientific journal in the near future. - .

Albert Einstein Mcd:cal Center (AEMC) enrollcd four pamcxpants a
black male, a white male, a black female and a Hispanic fe aiq Three |
patients received DCLHb, and one was evaluated as a g
(received placebo, saline.) The three patients who recel
completely recovered with no serious adh !
quently discharged from AEMC. The control patient
saline) recovered with multiple adverse events and ¥
discharged from AEMC. ~
All AEMC cases were thoroughly're\)iew"éd by William "Dalsey, MD,
former chairman, Emergency Medicine, AEMC, the Principal
Investigator, and the Institutional Review Board. Questions regarding
the study can be directed (0 Mark Kaplan, MD, Department of Suroery,
Trauma Program, 456-8258. ' .

Baxter is releasmg this clinical information prior to its formal publica—
tion to fulfill its responsibilities according to regulations penmnmo to
the waiver of mformed consent. .

~ MM\ i —_ A ~ -
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ALBERT EINSTEIN MEDICAL CENTER
DEPARTMENT OF EMERGENCY MEDICINE

» ,Iack Kelly
Dr. Robert Porter
Dr. Douglas McGee

DA: 4-5-99

RE: “The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin (DCLHb™) in the
Treatment of Severe Traumatlc Hemorrhagic Shock "

In November & December of 1997, the Emergency Department participated in the above
trial. In January 1998, serious concerns were raised about the safety profile of
DCLHD in this group of patients (e.g., those suffering severe traumatic hemorrhagic
shock) and the trial was placed on hold. An interim safety data review was performed
afterwhich the study was voluntary halted by the sponsor, Baxter Healthcare. It is
important to note that other trials using this substance did not demonstrate these
safety concerns and have continued,

It has been suggested that we share the final reports with members of our faculty ' 3
(attached). A summarized version will be appezring in five local papers in the near
future (required community notification secondary to use of waiver of consent in this
trial). Please keep us informed if you hear any feedback from the community. :




January4 1999

Hemogicoin Therapeutics 2545 Central Averue
Suite FD-1
Eculder, Coloraco 30301
303.440.5988
Fax: 303.444.3013

Department of Emergency Medlcme '
Albert Einstein Medical Center

5501 Old York Road

Philadelphia, PA 19141

Dear Dr. Taggart:

Dr. Max Koenigsberg has asked me to forward the following information
regarding Baxter’s Trauma Clinical Trial to you as follow up to your recent
phone conversation.

I enclose:

March 31, 1998 Baxter Press Release
November 3, 1998 Baxter Letter to PI’s
November 19, 1998 Baxter Letter to PI's with Trauma Study Synopsis

Please do not hesitate to contact Dr. Koemgsberg or myself for any

_additional information which your site may need to complete its public
" disclosure activities. Thank you for your continued efforts to complete thlsk

1mportant process.

Sincerely,

W edt!

Todd Marshall
Regulatory Affairs Assoc. Dir.
BAXTER Hemoglobin Therapeutics

" 303 541 3320 (Phone)

303 443 7343 (Fax)

C e
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Baxter Ends U.S. Trauma Study of HemAssist(TM)(DCLHDb)

European Trauma and U.S. Surgery Trials Continue on Track

DEERFIELD, Ill., March 31 /PRNewswire/ -- Baxter Healthcare Corporation
announced today that it has ended its U,S. Phase IIT trauma trlal o
investigating the efficacy of its oxygen;carryan solytion, = o

HemAssist (K) (DCLHb), for the treatment u&i

3d to stop the trial, which ha

0 participants, following an inte¥ln
independont‘data monitoring committee.
the treatment group had an'inc:eased mortalit

axter and its clinical 1nvestigators are tudying he data to better
understand why there was a difference in mortality between the patient groups.
They are assessing the impact of many factors, including the combined results
of the trial's design and protocol, the timing of the administration of
HemRssist (R) (DCLED) and other medical treatments, the wide range of patient
injuries and the severity of patient injuries in the two patient groups.

"We are evaluating options for trauma applications in the United States,"
said Thomas Schmitz, Ph.D., general manager of Baxter's Hemoglobin
Therapeutics division. "We are confident that HemAssist(R) (DCLHb) will be of
critical importance for both surgeons and emergency-medicine physicians.

"The European trauma trial, where physicians are administering
HemAssist (R) (DCLHb) at the trauma site, is continuing on track. Our 0.S.
Phase III surgery trial moves forward as well.”

Baxter continues to expect to bring HemAssist(R) (DCLHb) to market in late

1995 or early 2000.

Significant Differences in Emergency Care

The ongoing European trauma trial is investigating the product's efficacy
in the pre-hospital setting, where doctors administer the product as a first-
line therapy at the trauma site. In contrast, U.S. doctors infused
HemAssist (R) (DCLHb) in the hospital after patients had been in shock for much
longer periods of time. The company noted that in light of the U.S. trauma
results the European trauma study has been evaluated by its independent data
monitoring committee and that committee has determined that the trial will
continue on course.

The patients enrolled in the U.S. trauma trial were gravely ill -- victims
of severe trauma, such as motor vehicle accidents, knife and gun shot wounds
-- and had a high expected mortality. Patients involved in the :
HemAssist (R) (DCLHb) trial were among the most severely injured of all trauma
victims, with only about 3 percent of all trauma patients eligible for trial
inclusion. All individuals enrolled in the study received standard emergency
care, including transfusions of blocd, resuscitative fluids, and surqicai
intervention as- required

This U.S. trauma study was “conducted under regulations lssu,
Department of Health and Human Services (HHS) and the U.S. Fodc
Administration (FDA) governing clinical-research practices “in emergency: ;
medicine. These regulations are designed to protect ‘patients' rights and
well-being, while also allowing for an exception to informed Consent in -
narrowly defined life-threatening situations. Several rigorous safety check ,
and patient protections are required of studies conducted under this ruling,
including interim data analysis by an independent data monitoring committee.
All institutions involved in the trial worked with their comminities to inform
them about the potential risks and benefits of the HemAssist(R) (DCLHb) trial.
The results of the U.S. trauma study will be made public when the data are

fully analyzed.




- Baxter's Phase III U.S. surgery trial is investigating the use of
HemAssist (R) (DCLHb) as an alternative to blood in patients undergoing elective
surgery, such as hip and knee replacements, aortic repair and abdominal pelvic
procedures. '
Baxter Healthcare Corporation is the principal U.S. operating subsidiary

of Baxter International Inc. (NYSE: BAX). Baxter International, through its
subsidiaries, is a global leader in the development of products and
technologies related to the blood and circulatory system. The company has

- market-leading positions in four areas: blood therapies, cardiovascular
medicine, kidney-disease therapy and medication delivery. Through a
combination of technological innovation and global expansion, Baxter is
advancing medical care and improving the lives of millions of people

This news release contains forward-looking statements that involve risks

and uncertainties, including technological advances in the medical field,
product a 1, demand and market acceptance. . ool

SOURCE Baxter Healthcare Corporation

Cbmpany News On Call: htcp://www;brnekswi*e.com'or'fax,
800-758-5804, ext. 100340
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November 3, 1968

«PI1» «PI2»«Titlen
«SiteAddress»

Dear Dr. «PI2»:

The clinical study entitled “The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin

(DCLHb™) in the Treatment of Severe Traumatic Hemorrhagic Shock” that was =~
conducted at your site and sponsored by Baxter Healthcare was terminated during March,
1998. This study was regulated under IND #6859 for Diaspirin Crosslinked Hemoglobin
(DCLHD) pursuant to 21 CFR §50.24, exception from informed consent requirements for

emergency research.

Regulation 21 CFR §50.24(a) outlines IRB responsibilities for the review, approval, and S
continuing review of the clinical investigation described by the waiver of informed =~~~ = o
consent requirements, and $50.24(a)(7)(iii) states the following: Public disclosure of
sufficient information following completion of the clinical investigation to apprise the
community and researchers of the study, including demographic characteristics of the

5

 research population, and its results, “The FDA considers it pecessary to provide

comprehensive summary datafromthe completed trial, along with demdgi'aphic

information to the community, -

In order to demonsirate to the agency that cach investigationl site in the study al
has or is planning to disclose information to their local commiinities, Baxter is reque

area o

roturn i

that you please obtain from your IRB a summary of the plans or actions

exception from informed consent requirements for emergency research and
directly to our clinical project manager, Jaime Houghton, by November 13, 1998. Ba
needs to provide a compilation of these summaries for a submission to the IND file,




If you have any questions please contact either Jaime Houghton (phone: 847-270-5089
fax: 847-270-5306) or Mark Mannebach (phone: 847-270-2837).

Prle
-



MTI0GI00N | NErapeulcs Baxter Heaithcare Corporation 847.270.5300
25212 West State Route 120 Fax: 847.270.5306
Round Lake, Wllinois 60073-9799

_Baxter

‘Novémbef19; 1998 o

Dr. William Dalsey
Department of Emergency
Albert Einstein Medical Center |
5501 Old York Road

Philadelphia, Pennsylvania 19141 '

Dear Dr. Dalsey,

Enclosed is a copy of the synopsis of the final study report for the clinical study entitled
“The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin (DCLHb™) in the Tmtment
of Severe Traumatic Hemorrhagic Shock” that was conducted at your site and nsored
by Baxter Healthcare. This study was regulated under IND #6859 for Dlaspmn o
Crosslinked Hemoglobin (DCLHb) pursuant to 21 CFR §50.24, exception from mformed
consent requirements for emergency research.

In additional to the synopsis, the University of Illinois at Chicago (UIC)in collaboration
with Baxter has created a web site (httpz//dcthb.er.uic.edw/) to assist in the process of |
disclosing information to the research community. This web site provides a

comprehensive summary of the results of the trial and the site is updated when data_
becomes available., Also,a pubhcatlon of the results of the complewd mthxgation’
‘planned. * '

Regulatory Affairs, at the Boulder
1998. Dr. Max Koemgsberg Mt. Sinai Hospttﬁ (phone:




If you have any questions after November 23, 1998, please contact either Michae] :
Saunders, St. Director of Clinical Research (303-541-3337) or Todd Marshall, Associate
Director of Regulatory Affairs (303-541-3320) as we are moving the Hemoglobin
Therapeutics offices from Round Lake, Illinois, to Boulder, Colorado.

Thank you.

Sincerely,
Mark A. Mannebach, Ph.D., R.Ph.

Associate Director of Regulatory Affairs
Hemoglobin Therapeutics Division

New Baxter Hemoglobin Therapeutics Office:
2545 Central Avenue
Boulder, CO 80301-2857




Baxter Healthcare Corporation Final Report
DCLHb™

Protocol THS 95.1

SYNOPSIS

: m«smar mmm«mwmm}mmhﬂ

Evele lrsumatc Hemormnagic Shock

: Inmdgmh. 'l’hnewm 19 principal

A DULINGT O DEUICTLY -u& -4

StndyCmtzrgs):Thaewuezo stud em:wnhmmwmnbgmprmdtwooﬂm

geaters not mitiated to enroll patients 3ee anel 61)

rubtication (reference): None

| Study period (years): | ’ Phase of development: Phase Il ‘
{ (Date of first enrollment): February 1997
Date of last completed): _ Januacy 1998

| Objectives: . IR i
§ Brimary Endpoints: 28 day Mortality Reduction,

wggmmmdmdmumedbymemmﬁplemdysﬂmcﬁonmoo)m&% B
§ 48 hour mortality reduction; and 24 hour lactate level. e

i Pharmaco-economic Endpoints: Blood utilization reduction: yeatilator, mymtcummxhospmda{" |
teductxon. i

Sty Enpins: () e s sty of v e (AL s ) s o

,Methoaolog-mummwmmmdm rocedure controll
in which trauma patients %smmhywdﬁm essive pre-hospital
mdommdtoreeeivenpbl mLof 1 DCLHD or up to 1004 :

cvaluaxedpmaﬂsclmﬂyh‘ days following infision.

-v(v- O INIOrMeg oonsent

Nnmberoﬂ’aﬁents(l’hnnedandAnalyud) lecdSSO'
§ infused patients. Based on the recommendations of the Data Moni
termmatedmiv

. Diagnosu and Main Criteria for Inclusion: Exghtem years of age or older; evxdcnce of hunorrhagc;
I tissue hypoxia and cellular hypoperfusion.




R
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Tathdud,DmmdModcolAdmhﬁhdon.BMNmberDam m :
intrayenous line. Bmhmbqsmdhaofpmmmgmypmm b ﬂ"““ghm
.. | provided.in Appendix 16.1.6. specific batches

Reference Therapy, DucmdModeofAdm!nmnﬂon,MNmberNamdalm dmi
thtwghmm!nvmbm. Bdchmmbqsmdhstofpaﬁnmrwetvmgmdypmdmﬁomspedﬁc

Valics are oip“l—' ll A DDCININ 6

? 1
mawmmmmmmmmzommmmmm criteria,
mdwﬁhmGOnﬁMaofhnwﬁdmLThmedosmgmgmenwutobemplewdmﬂm j

;"“'"J.!._L tart of first miusion ‘i

i Criteria for Evaluation:
msmmnzsdayxaﬁumﬁmm
MIMdmeofadwamm;chmgeﬁmbasdmemﬂymofhdeaM,mlymof

'uu“ 0) Kt aUC0 10X] (LIS

|

ShmﬂdMMbmkm(mmﬁm)mmdfmthepmmymdymfm N |
|

t

wmpamnofmmmcmmddmmmmgmupmmmmmty
Kaplm-Maauwvdammmetheﬂmmwﬂﬁmﬁmnmudz&u&mﬁm Cox
Wmmmmmwmhmmmmﬁm@ﬂmd
muﬁmmbymlnmmmmlymofzsdqmﬁtyqumdfabudm
characteristics, tratuna injury score prediction and adjustment (TRISS), probability of survival
j using "new” models developed by Drs. Champion and Sacco, andanalysuofpatmmmhhlghmkmd
vaymghnskmfumuluymdsopdmneduu@lammm

til
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2. SYNOPSIS (Cont'd)

ch oICompmy; - _ e
Bm Unte COl‘Pomﬁon

Wummummmmmmmwnuydd«mmm
h@ahﬂnbﬂlﬁmwﬁmm@m&omﬂdmm@%&“%m&cm

| vs. 8/46, 17% in the normal saline group, p-value = 0.003). TheKaplm—Maa’mmmdthcmxval
mhummwmmqwmwsmmmdnﬂm@m
mmambmmmmmummhmmmmmmmm

g group. Despite an apparent imbalance in baseline injury severity, the difference in mortality rates remain
mmhmm(mwwmmwmmu ;
f (logistic regression model). These findings remain even after edjustment for predicted probability of desth
mummwmmmm«&ummmmwm
‘ abowﬁndmgshalymofuhmrlmekvdsd:masgnﬁmdﬁqmbdwmﬂnmm
nomdnlmcprowdmemgwpswbenpmmwhodiedmmcludedmmemdm(

j worst rank imputed for death). No conclusive interpretation could be made on the MOD score analysis
becauseofvxohnonofmodelmnpuom.

har&ospecﬁvqhﬂcpmdm&blmdedmﬂmdﬁemﬂhqd&mthsﬁudybybm@mpwnmd
| Sacco, based on the probability of survival, case control analysis and clinical review of the data, 96%
M)d&edmsmﬂchCUibmmdSS%(?B)ofthedenhsmthemalmlmegmnpwerc

| predicted or not unexpected.

Maﬁmharemspecavabmmbhnded.malmﬁﬁmmchosmempmwﬂybythclad
! mvmgxtorsmdmdpomcmmforhxghnskandvuyhghmkformmmy '
§ these risk varisbles, l%ﬂl@&&ep&h&kmﬁumﬂnﬁmmmd29%(15152)ofth=panents
mmmmmmwmofﬁchghmkmﬁxmmmynbmﬁm Ofthese, 4
§ paticats in the normal saline group and 12 paticats in the DCLHb group died. Also, 7% (3/46) of the = -
paﬁmmmemaluhmmm&mmm)ofﬂ»pﬁmsmﬁwm;mpmetﬂonrorm
very high risk criteria for mortality at baseline. otm-nmpmhwn
mnﬂlOMnﬁnDﬂHbmdwd.m; D |
criteria of soven or more of the high risk £ very igh £
~* Jconditions for mortality when compared to the patients in the group. Thus, there isan k.
mbahnoemuemmmmmemmbadpaﬁmvﬂmhighmkmdvayhghnﬂmfor e
mmmlnyabmﬁnc,mdmaﬁngmapmmmdommmmcbmn:mhﬁamwmkof S
mortality at baseline. Th@emltswmphcatcthcmtapmouﬁthemomhtym}mbalms
| treatment groups. ,

tv
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. 2  SYNoPsIS S (Cont'd)

Individul Stady Table (I"or Nau‘onalAuﬂzorIty e
Referring to Part Use Onby)

of the Dossier
Volutinés -

‘Ratients receiving DCLHD in the trestment of severe traumatic shock had a higher death rate (46%
versus 17%) and a higher incidence of serious adverse events (48% vessus 35%) than patients
receiving normal saline.

*  Inboth the DCLHD and normal saline groups most deaths (34%) occurred in the first 24 hours

bn [ . »
. Rmowecuvgblmdedmﬂymofmumydm(&pm&xmu)mledtha%%ofmedamsh
‘ wDC%mM%%thmhmﬂmmmpe&dedwmm
based on model predicted probabilitiés, case contro] analysis, and clinical review,

o Re&wpemvemblnﬂedmalymsbasedmmmnynskmablamppmdixl&u)mdedﬂm
1 mpMmtthCLHbgwpmﬂmmfahghwmyhghmkformomhvabasdme,
than did patients in the normal saline group. Thus, there may have been m imbalance across
treatment groups in the number of patients at high risk and very high risk for mortality at baseline.
The reasons for the apparent failure of adequate randomization are unknown.

B In both treatment groups the most frequent causes of death were hemorrhage, cardiac arrest and
; multisystem organ failure,
 « MmpanmrmvngClehadwdxovmﬁumdhmmemdrhythmmomadvmcm

than did patients receiving normal saline procedure (17% vs. 5%, and 15% vs. 9%, respectively).
This is not unexpected given the imbalance in mortality.

i o SmmdSpmmhxvhgmmmmmmcﬁddmmdommdmthe

DCLHD group, and all but one of these patients died. This unequal distribution of patients
mammmhwmbmmmofmmmmthe

DCIH:grwp but the reasons for the imbalsnce are wnclear, s

. The difference in mortality rates remain after ,@mgf“mm eat factors and signif
baseline variables.

. Ammdmnmhs«ummyhm(pahngauwmposmﬁmmdmmmgwmby,'"'
; day 7) occurred in the DCLHD group. Sxmﬂarmhshavebemrepatedmymmsmdm i
same range of DCLHD doses. -

o mmwmuMmfammmmwmmmmmﬁm
higher than the death rate for those who did not receive alpha agonists (80% vs. 15%, in the DCLHb
group; 33% vs. 0% in the normal saline group).
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I am Wrmng to follow-up on our previous telephone conversation to agmn thank
you for your assistance, as a community member, in evaluating a study that we undertook
in the Section of Tranma/Critical Care Surgery at the Hershey Medical Center. As you
are aware, we were involved in the study which used a blood substunce (DCLHD) for
resuscitation of trauma victims without, in some instances, obtmmng thoir of the:r -

farnily’s prior consent.

This study is now ended, and although we enrolled three pdhcnts in the study at
HIMC, no one received DCLED here at this center. For reasons that arc unclear, there was
a higher death rate in the patients that received this drug at other sites around the country
(compared to those that received a salt solution) and the sponsoring company stapped the
study to examine the issue. It should be noted that all of these patients were scverely
injured and had a high likelihood of dying, regardless of cntry into the study. At this
point, however, the reason for the discrepancy is not known.. We might speculate that
since the investigators were not “blinded”, i.e. they knew what solution the patient was -
recciving, it is possible that they treated the two groups differently (known as investigator
bias). We wanted to keep you informed of these findings,

ae"

Agein, [ want to thank you for your participation, and hope that we can conqt,on [

your support for future studies that require the thoughtful assessment of our community -
 leaders. If you have any questions about the study, please do not hesxtatc to call me

- Sincerely,

I Stanley Smith, Ir, MD

Professor of Surgery N
Chief, Seclion of Trauma/Critical Care Surgery

AT
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INUTES FROM MARCH 4. 1999 COMMUNITY CONSULTATION FOR

AX!:ER !BI__A_LV

1 umty persons:

'”Perso s from the community invited where: Dr. Dons Hall preSxdent of
Poppleton Empowerment Village; Ms. Myrtle McCollough, president of the

Farmer Mitchell Board of UMMS; Mrs. Joy Bramble, publisher of the
Baltimore Times Newspapers; Clarence Robinson, member of the board of the

Poppleton Empowerment Village, and; Rev. Robinson, former president of
Poppleton, Director of Agape House and former member of the IRB.

Mrs. McCollough couldn't attend and sent another member of the Farmer
Mitchell Board, John Puryear. Mrs. Bramble was unable to attend at the
last minute.

UM attendees
From the University of Maryland where: Anne Hirshfield, Ph.D, Assistant

Dean for Research; Tom Scalea, MD, director of Shock Trauma, Ellen Beth
Levitt, director of Public Relations for UMMS and Priscilla Pearson, J. D
senior policy analyst for UMSOM.

Discussion 4
Priscilla Pearson opened the luncheon meeting by welcoming the attendees. \
All persons introduced themselves. Dr. Pearson staied the persons had

been invited with the goal of appraising them that the HemAssist clinical

trial had ended and sharing with the community the results, including the

.' demographics of the participants.

Dr. Hirshfield them explained the role of the IRB and gave mformatxon on

clinical trials. She also invited the community members to nominate ™~ .

someone for the IRB. We informed the invitees that the IRB was seekmg a
"community representative” and nominations from them would be  welcomed. In_

response to a questton Dr. Hirshfield added that there is no requirement

that the IRB contain a community member, this is somethmg the UMSOM's IRB

does to ensure grassroots involvement. .

Dr. Hirshfield them turned it over to Dr. Tom Scalea, director of Shock
Trauma, where the HemAssist Clinical Trial was conducted. Dr. Scalea
stated shock trauma was an area in which little medical advancement had
been made, often because persons came into emergency rooms unable to give
informed consent. Without informed consent studies could not take place.



He relayed 2 cases where great advances had been made in shock trauma
cases because consent was waived. He elaborated on how Shock Trauma
patrents were in the greatest need of medrcal advances especially

therefore, stand to gam thejm

-He gave the demographrcs of the stydy (see attag 9d) D
““volunteered to go and speak to the Poppleton Empowerment V.
of directors meeting. He stated he would speak to vanous'eommumty
forums and invited persons to call him with issues and concems.

The response from the community representatives was very posrtlve.wf)r. -
Hall and Rev. Robinson said they appreciated our informing them of the
results. Dr. Hall said she would look for someone to nominate to the

board. —

Community Recommendations:

In closing we asked the community members where should we go from here?
Persons suggested the following actions:

publish results of the HemAssist clinical trial in the Baltimore Times and

the Afro American, two Baltimore newspapers with an African American

readership,

*write letters to the editor,

*write an article in the Mayor's newsletter

*write an article in the Housing Commission newsletter

*write an article in UMMS's publication "Live Where You Work"

Follow Up
Pursuant to the community recommendations, Ellen Beth Levitt wrote an

. article on the outcomes of the HemAssist clinical trial and asked Joy
Bramble of the Baltimore Times to publish it. We are starting with that
paper since the community members attending the meeting though an African
American newspaper should be targeted first. R L
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.Trauma doctors press for more research to save lives

Calltodayforanappliatlon

by Ellen Beth Levint Most important medical devel-  gency room in a life-threatening '~ came under the new rules. was no significant difference in
" Every day in the news, we hear  opments result from careful sci- condition. The sudy, called the moruality between the two
sbout research advances desling entific studies that include people  "If your loved one was critically HemAssist trial, tested a poten- | groups. Three people died in the
with heart disease, cancer and a with health problems. They hope - injured and the chance of sur- tially life-saving drug for victims  placebo group and three died in
variety of other health problems.  that by participating, they might  vival was not good, would you of severe traumatic injury who the drug group. There were 14
- Byt it is rare 10 hear sbout anew  benefit by geting well and belp-  want us to try an experimental wen! into shock from significant  men in the study and one woman
_Jg or device that can save the  ing others with the same illness  drug that could save his life?” blood loss. Like a blood transfis- ~ Nine were African-American and
wandes of people wha suffer trau- in the future, asks Thomas Scalea, M.D., sion, the drug carrics oxygen to . seven of them had violence-relal-
matic injury, because those Before trying a new, promising  physician-in-chief of the it  injuries, mostly gunshots. The
* advances do not oecur often. , thenpy mdy participants are . University of Maryland Shock ere injured in car crashes,
The reason why no-ocidm., _told of all the potential risks and -~ Trauma Center, L ._on thers are evaluating the
U is very difficult loinclude trms-  they give their informed consent.  “There have been very few “saving ptecious time. It also nd out why there was a
ma patients in the type of But ;lvin;dmadvmdemm' major advances in trauma a!on;erdvclf!ircchmblood ce in montality between
mhlhmq‘gunclyludsw ish " “restarch in decades because with- ' ent groups. Meanwhile,
immvem w h amemer.  out prior consent, we have been . patie — the moy ulists such as Dr.
Erseny unable t6 conduct large studies to I “ e quali heif institutions wold
WALKEH AVENUE find out for sure whether certain j ' fo] plmcnpau: in future
COOPE .nvE trestmients are better than those Zroup wis about wwml. ; wdies of new, potentially
RA we currently have 1o offer.” says However, Baxter, the drig- -3aving theraples.
Dr. Scalea. maker, stopped the study early, We are trying to communicate
s E N lOR AP ARTM ENTS To remedy that problem, the  after 100 patients had been ‘with people in our local commu-
U.S. Department of Health and enrolied out of an expected 850 nity so that they will understand
Towson/Govans Area Human Services and the Food participants. The study’s indepen-  whal we are trying to accom-
. ) and Drug Administration have dent data monltoring commitice  plish. We want 10 hear their con-
88 One Bedroom ]ndependcnt Living issued regulations that are found a much lower desth rate —  cefns and answer their ques-
- j oy ar designed Lo protect patients’ 17 nt — among the le tions,” says Dr. Scalea. Peopie
Apments ina 3 StOfy Elevator Buxldmg rights, while also allowing an whopc;:tel placebo, r'uherm who wish to find out mouorl-ﬂ
. exemplion lo advance consent 50 the real drug. That made the 40 call the University of Maryland
Requirements. ! that promising studies can get pescent death smong ‘those Sc:hc?olg of Medicine's Public
Aged 62 or Older underway. The University of receiving the actual drug look Affairs Office at 410-706-8519.
Maximum Income: Maryland Shock Trauma Center  much worse.
pasticipated in one of the first Amony the |5 patients enrolled .
gl:n!:mn 321 Im Two Persons $24, lm naticawide studies last yearthat  in the R udy i Bdtimom there -
Based On 30% of Each Household’s Income
Available Fall 1999

A Great, New

Lifestvle tor
Independent S

410

lodav’s
:'H()I S.

- 02-8200'”
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Baxter , Inc. | ‘ J gicidad to end ks US” | |+
Phase ill trauma trial, which nad enrelied approsdmately 100 of its expected 850
padents, following an interim caza review by an Ingependent data monkoring
committee, The committee found that. nationvvice. patients in the treatment
group had increased monality compared to those in the control group. Further |
analyslsofdwedaaisomow:enofme 15 sadents enmglied in Baltimore,
there was not 3 significant di between the two groups. _
This study was the first to implement :he new US Food and Drug Administration
(FDA) set of guidetnes for emergency research, in which patienls who may
benefit from an investigational therapy are uhabile to give permission to participate
due to the ife-threatening extent of thelr injuries, and the immediate need for-
medtical arrendon, The FDA requires public natification of the outcome of these
s{udies, as well 2 reasons for study discontinuation,
pomimunicate with us on this topic, please contact.

& ~ DevidRGens -

L R Adams Cowiey Shock Trauma Center » Program of Traurna
' 22 S Greene Street - Baitimore, MD 21201

' 410-328-3055

For further information about ruies re%zél-a clinical research. contact the
nstitutional Raview Board {IRB) at 410-706-5037.
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-—0Original Message -
€-om: Tinkoff, G@christianacare oggéSMTP :Tinkoff. G@christianacare.org]
Ll Wednesday,
et ~ LoveK; Katz.C; ownse ~Landon.B; Reese.C; Fulda.G; Huss.D
Fagraeusl. Abel.R; Ha RKSJ : Whitney.L; Castellano.J; Bouzoukis.J;
: N A P; Rhodes. M@cnnstlanacare org )

christianacare.org; Jones.L; Ballard.K; Bartley.M; Smick.J;
'Connor R@christianawre org, ohnson.S' adden.J;

Subject:
As you may’j __ en made aware, Baxter Health Corp
us PhaseAI fal’ investzgatlng the efflcacy of‘DCLHb ‘in which

A 0 I8 g
reviewiby”c .;ial's indepehdent data monztorong committee. Th
found that in ratients in the treatment group had sanlficantly 1ncreased
mortality to those in the control group. Although the injury severity of the
two groups were dissimiliar (DCLHb > Control), and a definite cause and effect
-elationship could not be found between this increased mortality and DCLHb,
chis findirg does make achieving the primary endpoint of reduction in 28 day
mortality impossible. Further analysis of the data is ongoing.

We would persorally like to thank all of you who participated in this study at
our institurior.. We have reviwed all six of our enrollments and none had any
adverse event attributable to DCLHb. We will continue to inform you as more

information regarding this study and the other DCLHb trials are made
available.




~. Findings from DCLHb

o™

#3 Spring 1999

Hemorrhagic Shock
Study )

In accordance with regulations issued by~
the U.S. Department of Health and
Human Services and the U.S, Food and
Drug Adminisirafion, Centura Health-§t, _
Anthony Central Hospxtal (SAC), a Level

[ traumma cetiter, is informing the o
commutiity of the preliminary fmdmgs
from a multi-center research study that

has ended. Several hospitals throughout
the U.S. participated in the research study,
including SAC.

The research study included critically
injured trauma patients admitted with
severe blood loss. Oune patient from SAC
was entered into the study. The study
participants received an investigative
hemoglobin solution in addition to the
standard procedures for trauma care. The
study compared the mortality of the group
that received the investigative hemoglobin
solution (treatment group) with the group

that did not receive the investigative
hemoglobin solution (control group).

The independent data monitoring
committee found that patients in the
treatment group had significantly
increased mortality compared to those in
the control group. As aresult, the
company decided to stop the study early.
The company is continuing to analyze the
data from the study and will publish a full
report in the future, The hemoglobin
therapeutics division of Baxter has
relocated to Boulder. Colorado, and is
pursuing a new avenu¢ of recombinant
hemoglobin for resuscitation of patients
with shock, ' k

If vou would like additional information
about this study, you may contact Thomas
L. Wachtel. MD. principal investigator at
303-629-4222 or go to the website
(http://dcthb.er.uic.edw/).

23° Obs

o The Premier Issue of M.D. News was
unveiled in Februarv. The lead article for
the tirst issue was “Trauma - The
Neglected Discase.”

| Our very own Dr. Thomas Wachtel.

Medical Dircctor of the Trauma Service

was featured on the cover and throughout
the article. Other “stags” of the article
include Dr Adam Deut hknan members

7 U Wachiet, Medieal Drector
THAL M KO 1

L ABheny Cenleal ifapwal

& An abstract of the Ski Helmet Program
done in conjunction with InterMountain
Neurosurgery. Christy Sports. and Winter
Park Resort was submitted to the Trauma
Nurses Society and was accepted for
poster display at the Trauma & Critical
Care conference in Las Vegus. Nevada on
March 23. Good work to evervone
involved in this project.

5 The 1999 bike helmet program is
undcrway. and the Injury Prevention
Coordinator at St. Anthony Central has
been tlooded with helmet requests. A
total of 1.800 helmets will be donated this
season to over 14 separate organizations.

Just For LaUghs S

A mother was reading a book about
animals to her 3-vear-old daughter:

Mother: "What does the cow sav?"
Child: "Moooo'"

Mother: "Great' What does the cat say?"
Child: "Meow "

Mother: "Oh. you're so smart! What

doces the frog say?”

And this wide-eved little three-vear-old
looked up at her mother and replied.
"Bud."

TRAUMA ROUNDS

Calendar of Events

Please refer to the following list of
conferences, meetings, & presentations in

-*'05/20/99 at 0730-0830
Location;

Auditorium A (* OB Conf Rm)
St. Anthony Central

Trauma M&M

The purpose of M&M is to identify and
track issues that may affect patient care in
a pro-active, confidential setting. These
issues include system issues, pre-hospital
events, teaching opportunities, etc.

Please contact the Trauma Service office
if you would like to present a patient in
this forum.
Dates:

03/19/99 at 0700-0800

03/26/99 at 0700-0800

04/02/99 at 0700-0800

04/09/99 at 0700-0800 Y

04/16/99 at 0700-0800 L

04/23/99 at 0700-0800

04/30/99 at 0700-0800

05/07/99 at 0700-0800

05/14/99 at 0700-0800

05/21/99 at 0700-0800

05/28/9% at 1700-0800
Location; -

ED Cm;l"erence R—oom :

{Formerly Trauma Strgeon Dmsion
Meetmg)

Dates: .
04/05/99 at 1800-1900
05/07/99 at 1800-1900

!
1

I Location:

Birch Room
St. Anthony Central

. If vou have questions about any of the

| events listed above. or you would like an
i event added. please contact the Trauma

" Service Office at 303-629-4222.
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WASHINGTON

Q_Qmmum;x/ Public:

- Held informal meeting with key mem er
- P, IRB members, Study Coordinator. © =
Held meeting with Community Relanons Council
10 members present (see Q&A from meeting) which included a mailing of the
results of the trial to be distributed to all members (see letter).

Media/ Media Coverage

Public Notices

Public Notices were sent to the four (4) major newspapers in Washington DC (see

the newspaper articles enclosed). Included in the notice was contact information

to the PI, IRB chairman, and Medlantic Research Institute President. Also

included were national and local results/demographics

Had a dedicated line available in our study office for incoming calls and mailings

related to the public notices for a 7 day period.

Results: Received one call from a male interested in pursuing the informed

consent issue for his thesis. He did not choose to elaborate.

Press Release with back ground information forwarded to local press:

In collaboration with our director of marketing sent out a press release to all

network and local stations during a week long period ‘
Results: No news media picked up the story. 5
Utilized minority publications:

See public notices. 2 of the local newspapers were minority publications. (see

enclosed).

Results: No feedback calls or mailings from the public.

Dissemination of results of the Study [ng]uding Degt_)granhlcs ;o §tudg

Besea I'Chg&

Mailing, informal meetings and direct personal contact via thc Pl and Study |
coordinator was completed within the first month following the study closure.
Washington Hospital Newspaper: The Centeere pubhshed the results of ther

study.(see enclosed). =
Pqst Study Commupity Disclosure is completed at Washlngton Hos ita Center ,

Zéwt «Vu.v\ dw ‘)s«'fu

Kristin Brandenburg, RN, Studyd:oordmator

110 TRVING STREET, N
WasHINGTON, DC 20010- ’9,”5\

"7MECLAN77C

“ |
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WASHINGTON
: | HOSPITAL
SR “CENTER _

Coupcil )

Thursday. February 25 1999
' B30 pm.
Cancer Institute Auditorium

. Call to Order
. Update on Clinical Trial Dr, Dennis Wang
on a New Blood Substitute Product Assistant Director, Trauma

Washington Hospital Center recéently conducted a clinical trial on a new blood
substitute product that is expected to revolutionize traditional trauma cara Staff

will provide an update on the status of the clinical trial.

lil.  Discussion of Organization Structure Clarence Brewton
for the Community Relations Council Ann Chisholm

Washington Hospital Center’s Board of Directors was recently reconstituted and
organized after the merger. As a result, the organizational structure of other i
Hospital Center committees and advisory bodies has been reviewed. Toward LV
this end, it is recommended that Community Relations Council structure be more ‘
formalized with board terms to maximize community input in accordance with

other advisory gmups

IV.  Update on MedStar Health Clarence Brewton
Discussions with Georgetown Hospital

MedStar Health is currently involved in d:scussions with Georgetown Hospital .~~~
regarding a potential partnership. o .

V. New Business
VI. Old Business
VIl.  Adjournment

Dinner will be served.

110 IRVING STREET, NW
WASHINGTON, DC 20010-2975

@Mm

PN NP GNP
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v WHC Commvumty Relatlons Councnl

~ o

DCLHb Termination Meeting

February 25 1999 at 5:30 PM

The meetmg w1th the WHC Commumty Relatlo

1999 _and was atfended by 7 Board members, the trauma reéeérch coordinator forthe -

trial, “Kristin Brandenburg and the Principle Invesfigator and IRB Member, Dr ‘Dennis
Wang.

The meeting was opened at 530 PM and Dr. Wang and Kristin were introduced by Ann
Chisholm, Director of Community Relations.

Kristin Brandenburg, gave out the DCLHb Question and Answer Information Sheet (see
enclosed sheet) previously approved by the WHC IRB for distribution. She reiterated the
purpose of the DCLHD trial and recapped the meeting and the information exchanged
during the initiation phase of the trial.

Dr. Wang summarized the results and conclusion of the trial and introduced the IRB
contribution to this trial.

Questions from the Council Included:

Q. Why did the FDA approve this study?
R. The FDA agreed the product could be beneficial to the trauma population who were

seriously injured. Also, the non-consent process is approved by the FDA.

Was the 30 minute window a problem during the Study?
Yes. That was the time allowed by the FDA for family or patient if he/ she was able to

consent, and the amount of time DCLHb would be most therapeutic.

Q. Why is this a non consent study"
R. The product needed to be given in the first 30 mmutes asa potentxal life savmg

measure,

Q. Do you get consent for other emergency proccdures9 :
R. Most of the other emergency procedures are coveted under the non consent clause for

emergency procedures in the Washington Hospltal center. A majonty of those - v
patients were unable to provide informed consent due to their injuries, mental status,

or medication administered.

Q. One of your enrolled patients received product and died but do you feel the

patient was at high risk of dying anyway?
A. Yes. This patient had severe injuries and was at high risk of dying.



?U;Q;up;vp

Is the study closed in Europe?
Yes. The study is also closed in Europe

Are any other studles wnth tlns ~product going 'on at present" ~‘
No. The product has been dlSCOﬂ inued i in all ountn' i

Why did Baxter termlnate st

in the works? - R ,
Baxter Healthcare did not provnde a reason for the termination of the product.

Speculation is that the failure of this particular study may have decreased its chances
for approval by the FDA in the future for other indications. There are three other
hemoglobin substitutes in various phases of clinical trial at this point.

The coordinator and PI concluded with an outline of the public disclosure agenda and
gratitude for the Council’s support.

A 9/25/p
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DCLHb Public Disclo re' ermination

The Washington Hospml Center MedSTAR Unit was selected to be one of 20 centers, fron
January, 1998 to evaluate a product for treating patients with severe blood loss, . Thw‘;‘?ﬂm

Linked Hemoglobin (DCLHDb), developed by Baxter Healthcars, was used for thos:
d Drug Administration (FDA) authorized this trial, however as

‘the FDA requested public disclosure at
for this notf Ts; gl mfomlanon to you regarding closure of the tri

A DCLHb, made from human red blood cells, fi Itered. and heated so as to reduce mfec ious viruses as epatms
and AIDS, was stored in the MedSTAR unit for easy access and given immediately to patxents thh life threatening

trauma.

Q. How many patients were enrolled?
A. Three patients were enrolled from Washington Hospital Center and a total of 98 patients from the 20

hospitals. The product was administered through an intravenous line to patients who fit entry cntena
The criteria were 18 years or older, evidence of severe bleeding and lack of tissue oxygenation. The

product was given within 30 minutes of arriving at the hospital.

Q. What were the endpoints of this trial?
A. Reduce the risk of death and or complications.

Q. What were the results of this trial?
A. The results from collecting the data showed the following:
a.) 84% of all patients whether they received the product or not died because they were admitted with

severe trauma.

b.) The patients who received DCLHD for their treatment did not do any better. They had a higher death :\
rate and a higher risk of complications than patients who received standard of care. :
.c.) In both treatment groups the most frequent causes of death were hemorrhage, cardiac arrest and

multi-organ failure.

In summary:
The usefulness of DCLHb in the treatment of severe traumatic hemorrhagic shock could not be

demonstrated from this data. A higher mortality (death) rate actually occurred in patients _receivmg‘ )
DCLHb; however, 96% of these deaths in the DCLHb group were predxcted and not unexpected " B

Q. How do I obtain more information or where do I direct my questioni” '
A. You are encouraged to contact Washington Hospital Trauma Research Team at 110 Irving SW&L N, -

W., Suite 4B39, Washington, D. C. 20010 or phone 202-§77-6424; Fax 2 -3173. You may also
contact Medlantic Research Institute, Office of Research Programs, Barbara Howard, Ph.DD., Prestdent,
108 Irving Street, N. W., Washington, D. C. 20010 or phone 30%-877- “ ,
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WUogeLl vidi Jou vdnl
(  Pagans who practice the earth-
friendiy religion of Wicca calf the
day Ostara. Many celebrate by
planting and by putting out tradi-
tional fertility symbols such as
eggs and bunnies.

Lo “Trs always been a day for peo-
- le who are tightly bound to the

t-‘wén.h." observes Candice Wilson,

coordinator of the Arlington Plan-

SRI0 Iv Md3er 7

nedy Jr. are planned for today and
Sunday.

Miss Wilson says that contrary
to popular thought, the equinox
does not bring 12 hours of sunlight
and 12 hours of darkness.

“The only place that would be

true would be at the Tropic of Can-_.

equinox myth, saying eggs do not
only balance on end on this day.
“Anyone with steady hands can

do this at any time of the year,” he

- said. :
“There’s a lot of hocus-pocus

roots.”Bu

l.vae"ﬂ‘re NasPIngion Tires
Spring s almest here and Joe Castro (right), 26, and"ms niece Tracii
Vasguez, 11, from Texas, enjoy a sunny day in Washingten yestercay.

that surrounds this day, which has

etarium, where a series of equi-
nox-inspired concerts featuring
naturalist and musician Joe Ken-

_cer, wherethe sunis d

" head,” she says.” - ©
:Mr. Ch

) i -ancient traditional
irectly ove cally folklor

The Washington Hospital Center MedSTAR Unit was selected to be one of 20 centers, from February, 1997

until January, 1998 to evaluate a product for treating patients with severe biood loss. The product, Diaspirin
Cross Linked Hemoglobin (DCLHD). developed by Baxter Healthcare, was used for those patients with severe
blood loss. The Federal Feod and Drug Administration (FDA) authorized the trial, however as many patients
are unable to sign a consent form due to their blood loss, the FDA requested public disclosure at the begin-
ning and end of the trial. The purpose for this notice is to give information to you regarding closure of the
trial and to address any questions. T R g

b.) The patients who received DCLHb for
their treatment did not do any better.
They had a higher death rate and a high-
er risk of complications than patients
who received standard of care.

¢.) In both treatment groups the most fre-
quent causes of death were hemorrhage,
cardiac arrest and multi-organ failure.

Q. What was DCLHY?

A. DCLHb, made from human red blood
cells, filtered, and heated so as to reduce
infectious viruses as hepatitis and AIDS,
was stored in the MedSTAR unit for easy
access and given immediately to patieats
with life threatening trauma.

R Swarts Beawiful
Stavs Beautiful

e s DY,

How many patients were enrolled? In summary:

The usefulness of DCLHD in the treatment of
severe traumatic hemorrhagic shock could not
be demonstrated from this data. A higher mor-
tality (death) rate actually occurred in patients
receiving DCLHb; however, 96% of these deaths
in the DCLHD group were predicted and not
unexpected. T o

>0

. Three patients were enrolled from Wash-
ington Hospital Center and a total of 98
patients from the 20 hospitals. The product
was administered through an intravenous
line to patients who fit entry criteria. The
criteria were 18 years or older, evidence of
severe bleeding and lack of tissue axygena-
tion. The product was given within 30 min-
utes of anriving to the hospital.

. How do I obtain 1r reipfo;}maﬁo or

" where do 1 direct my questions?

You are encouragdd to contact Washing-
ton Hospital Trauma Research Team at
110 Irving Street, N.W., Suite 4B39,-
Washington, D.C. 20010 or phone 202-
877-6424; Fax 202-877-3173. You may
also contact Medlantic Research Insti-
tute, Office of Research Programs, Bar-
bara Howard, Ph.D,, President, 108 Irving
Street. N.W,, Washington, D.C. 20010 or
phone 202-877-6336, Fax 202-877-3209.

+ What were the endpoints of this trial?
Reduce the risk of death and/or complications.

. What were the results of this trial?

. The results from collecting the data
showed the following:

a.) 34% of all patients whether they
received the product or not died because
they were admitted with severe trauma.
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Coontevline

il 1994
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Wasllmgmn Hospital cemer

p
(DCLHD), devefoped by Baxter

Healthcare, was used for those
patients with severe blood loss. The

Federal Food and Drug
Administration (FDA) authorized
this trial. Since many patients were

unable to sign a consent form due to

their blood loss, the FDA requested
public disclosure at l;he beginning
and end of the trial. The purpose for
this public notice [s to give informa-
tion regarding closure of the trial
and to address any questions.

Q. What was DCLI?

A. DCLHb Is made from human red
blood cells that have been flltered
and heated so as to reduce Infec-
tious viruses as hepatitis and AIDS.
DCLHb was stored in the MedSTAR
unit for easy access, and given
immediately to patients with life-
threatening trauma.

A. Three patients were enrolled

from Washington Hospital Center -
and a total of 98 patlents fro
© 20 hospitals, The pro
administered through

n
VENGUS line to patients who fit entry
criterfa, Patients had to be 18 years

o older, and have evidence of

severe bleeding and lack of tissue
oxygenatlon. The product was given

within 30 minutes of arriving at the
hospital.

0. What were the endpoints of
this triai?

A. The goal was to reduce the risk

of death and or complications.

~ the product or not, died because
--they were admitted with severe
~—4{rauma.

- b.) The patients who received

DCLHD for thelr treatment did

not do any better than those who

did not recelve DCLHbD. They

had a higher death rate and a

higher risk of compliications than

patients who recelved standard
_care,

¢.) In both treatment groups the

- most frequent causes of death
_ were hemorrhage, cardiac arrest
and multl-organ failure.

In summary:

The usefulness of DCLHD in the
treatment of severe, traumatic,

hemorrhagic shock could not be

-demonstrated from this data. A .

higher mortality (death) rate -
actually occurred in patlents reteiv-
Ing DCLHb; however, 96% of these
deaths In the DCLHb group were
prédicted and not unexpected.

Washington, DC
'27-6424 or fax

Barbara Howard, PhD, “President.
108 Irving Street, NW, Washington,
DC 20010; phone (202) 877-6336 or
fax (202) 877-3209.0 '

0C Mayor Anthony Williams Shares His Vision
for the District of GColumbia
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ufF‘ until’ thc fsrsf opp?npﬂo
moimen! AFTER the initiaf. fite-
s0ving hour wos over. I order
o get fhe most effect from
Diaspirin, the infusion of the
drug hod.-to start within thirty

tes ‘of the potient’ “rolling

After Intensive
stretched bock Kmo the early -
nineties, the Federal Food and
Drug ~ Administrotion (FDA)
agreed to ailaw this study fo be
implemenfed with consent
being obtained after surgery or
the intensive care gdmission
had been gccomplished, Howev-

ar, this did noct mean that ony

slackness of regulation . ar eas- |
ing of vigilant administration |
was ailowed in the stucv . Con- |
versely, more nre-planning and

“public disclosure” was |
required. This oublic discicsure |
Nas comerised of press rafeas-
s, TV “spots”, and pregarciion
far actually meeting with caorm- |
munity grouls whese rambers |
might have been impactod by
the stucy in the creg. i
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ver¥ Mch risk mortalify group, -

The natients actually rondomiy” :

assigned fo recelive.active sfudy
drug statistically praved. 10.6e -

more severely iniyred, nol ooly 5

ot MMC but afsa [ &t ‘centers:

nationwide, The most fragoent |

causes of deoth . of .jhese.

patients” were Ssever ‘hemor<:}.

rhage, muiti-sysiem orgon fail-

uyre and cardioc arrest, Memor-

il Medical Cenfer resulfs ware |
consistent with naflonal trends,
| o3 el pecied murva ou
%X ur olf-

ories were dot deing ottained

s;uavdrp - 168 o Voluntary.. ud
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- However, tr':‘e wor¥ on Dfospiin |

isnotnlw« Doeto & e

clol. »r irements ' “*g'
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requested and required to make

Bax \
eu'tcob olon § wiih i [ {
?formo"on °mmv: “the - other
nineteen 4U S, study’ rs,,.
where the Iriat wos, baing b
lmpimn(od - -

amidngst the potients recewlno ¥

o pubflc §otement regarding

trial and the reasons for its
.cessation.

nies, large ‘and small, for new -
drugs which will give the
severely traumatized pofient o
better chance of survivaol.
Memoriol Medical Center con-’
tinyes o be in *he forofront of
this ond other imporlont
research, in its atforts to foster
ond maintain goad medical
intormation ‘o the pubiic... a
Key 10 health promotion avery+
where.

5597

“fhe ‘outcomaes of the Diaspirin. .-

Research goes on of Baxtee ond .~
other pharmaceuticagl comoo-"i
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Dear

On 7 (you or;onc of your"fanuly m
Centcr Emergency Departmcut in

s ina Very short period of time. Bccauseofthe 1
wnhm"tlwﬁ}sthourwasew(myour ~ Yina special
We talked to you afterwards and explained why we used the spécxalb[ood '
permxssnon Iater _ SRR

When the study closed at Memorial Medical Center, the company who ‘makes the Spwa! |

blood product, Baxter Pharmaceuticals, asked us to get in touch with all study participants or their
familics to let them know that the study is no longer going on in the Savannah area and extend their

thanks and ours for (you, your ‘s) being in the study.

- Thestudy drug did not prove to be as effective as the company and Memorial Medical Center
had originally hoped. Thank you again for (you, your  °s) participation in thxs important
study, which is the only way that new medications can be approved. ,

If you have any questions regarding the study, contact Dr. Richard Leighton, Chairman of
the Institutional Review Board of Memorial Medical Center, between 8:30 A.M. and 5:00P.M.,

Monday through Friday, at (912) 350-8707.
Thanks again!
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In the sprlng_ of 1997 Parldlnd Health
~'tutlons In tésting a new drug,
.t DCLHY

D rug Trial Testmgf Sto
‘at Parl ‘lan \Traf

& Hoaplinl ,

‘ DCLHb™, \?lﬂ'ch promised to
veloped by Baxter H«ithure. Inc., is s blood p
) . pended 1n's solution. Because of the emergent conditions ander which this'product is given, ; .
* Administration permitted lis administration without informed consent. Public notices were Issied at thal time. ’l'he .

¢ study has since been terminated by the sponsor, Baxter Healthcare, Inc. This notice attempts to mwer quectlou
sbout why the drug trial was stopped. _ B ,

Q: How many patients were enrolled in the trial? How
many hospitals were involved?

.A: Approximately 100 patients were enrolled at 17 hospi-
tals in the United States; about half of the participants received
DCLHbL™, Three patients were earolled at Parkland; only one
patient received the study drug.

Q: Why was the study stopped?

A: It is not unusual for complex clinical trials that study
critically ill patients to be stopped. Baxter collaborated with
many trauma investigators on this consensus protocol, When
there is even the slightest suspicion that patient safety may be
"compromised, the prudent and ethical action is to stop the trial.

Q: Did DCLHb™'s use contribute to patients' death?

A.Z No. Patients eligible for the study were victims of
severe trauma, such as knife and gunshot wounds, motor
vehicle accidents, and were suffering from severe shock due to
blood loss. Those patients who wese involved In the trial were
among the most severely injured of all trauma patients. The
-mortality rate in this injury group is high, ly 40

best standard emergency care, including blood transfusions,
resuscitative fluids, and surgery, as way required. The death of
one patient who received the study drug at Parkland was oot
duelotheproduct.bntwdndevnudnglqjurymm

Q. Were puienu who reoeived DCLHb"“pnt a
unnecessary risk? -

percent. Eachpersonwhopuﬂcipatedlnmemdymdvedu

To provide comments, or for more information about the study, please call 214 648-95

A No. All patients received the best standard emergency
care available. DCLHb™ was given as an add-on therapy to all
other standard treatments. Nothing was withheld from any
patient. The data monitoring committee and the interim
analysis were in place to ensure that patients were not put at
unnecessary or avoidable risk. Patient enrollment into the study

"was stopped as s00n as a recommendation was received by the

committee. The Data Monitoring Committee acted with ¢
highest ‘'standards, and it Is clear that this approach seeved the
patients in the study and the protocol very well, In addition,
prior to the start of the study, the protocol was reviewed by the
FDA and the Institutional Review Board (IRB) of each
participating center. The IRB consulted with their community
and received input from the community as to whether the trial
should be conducted.

QI How many patients, if any, gave consent?

A: Patients eligible for this study were in severe shock
from blood loss, and consequently most could not give consent
for themselves. Nationwide, only two patients were able to
give consent; none of the three patients at Parkland were able to
give consent, Nationwide consent was obtained from family
members or legally authorized representatives in several
instances. As was expected in this patient population, in most
cases it was not feasible to obtain consent prior to treatment.
Parkland had informed consent documents approved by their
ases when it was possible 10 obiain o, Ia. ...
fd ot 1 e s il oloms

Parkland Health & Hospital System
5201 Harry Hines Boulevard Dallas, Texas 75235

Y DALAS Mormny News s, 70,1999
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: de los pacientes de trauma criticamente leslo
¢ gn producto de s sangre hecho de c.él,:;_

-« {Adminlstration permitié su sdministracién sin gna

v
AT
R Py

N/ ¢ ¢Cudntos pacientes se registraron en la prueba? - -
1 tos hospitales estuvieron inclufdos?
ot ‘ " g O . i
N A: Aproximadamente se registraron 100 pacientes en 17

- bospitales de los Estados Unidos; cerca de 1a mitad de los

participantes recibieron DCLHb™. Tres pacientcs estuvieron

. ; istrados en Parkland; solamente un paciente recibié la droga

’ estudio.

: Q: ¢(Porqué se terminé el estudio?

A: No es anormal para las pruebas clinicas complejas que
estudian pacientes edupg‘x;ncnw enfermos que terminen el
estudic. Baxter colabors con muchos investigadores de trauma
en este protocolo de consentimiento undnime. Cuando existe la
mds mfnima sospecha que 1a seguridad del paciente puede estar
. -comprometida, la accién ética y prudente es terminar 1a prueba.

Q: {Contribuyé a la muerte de los pacientes el uso de
- it A _ .

: ]
A: No, los pacientes elegibles para el estudio eran victima
de un trauma severo, como heridas de cuchillo, de armas de
fuego, accidentes de vehfculos de motor y estaban sufriendo un
severo estado de choque debido a la pérdida de sangre. Los
acientes que participaron en las prucbas estaban entre los
ionados mis sevecamente de todos los pacientes de trauma.
E indice de montalidad de este grupo de lesionados es aito,
aproximadamente 40 %. Cada persona que participé en el
estudio recibié el mejor culdado de emergencia, incluycado
“transfusiones de sangre, fluidos de resucitacién y cirugfa, como
fue requerido. La muerte de uno de los pacientes que recibié la
Mgdelmdioenl’nklandnosedebiéalpmducw..sinou
* Ias lesiones devastadoras que recibié.

| Se Terminan las Pi'uel)as de un:

roga en Pdrlzlan(l Trauma Center

‘ En la primavera de 1997 Parkiand Health & Hospital’s Trauma Department se unié a otras instit
culdado de la salud para hacer pruebas de una droga nueva, DCLHb™, que prometfa ayudar jfilf yar |

dos. DCLHD™ fue desarrollada por Baxter Healthcar
ngaineas humanas ya expiradas suspendidas

. ¥
“1 - Debido a las condiciones emergentes bajo las cusles se administra este producto, la U
: ; . na sutorizacién informada. Avisos piblicos
| tiempo,_ El estudio a sido terminado por el patrocinsdor, Baxter Healthcare, fnc. Este avis
: s+ las preguntas sobre ¢l porque s¢ dejaron de hac

- consiguiente la mayorfa no

. Esmﬁeronen. ries inne;:esadolos tes que B
NI
" Para ofrecer comntario&dpam mformacidn sob ‘,el"fe'vsimd‘io.ipor favo;ciiabfera 3]

& ' Parkland Health & Hospital System |
5201 Harry Hines Boulevard Dallas, Texas 75235

£l Sol AE‘TCYOJS ,/Mé??é)‘???

bacer las pruebas de Ia droga

entes recib

A2 No todos og p

jor culdado de

.U emergenicia disponible. DCLHb™ se led di¢ una terapia
" que se agrega apgcros tratamientos. No’sé,ié’ii‘g:gnm :a-‘p .
-1 . pingdn paciente. El comité de vigilancia de datos y de andlisis -

interino estuvieron en su lugar para asegurar que los pacientes
no estuvieran en un riesgo innecesario ¢ que se pudiera evitar. -

" Se detuvo el registro de pacientes para ¢l estudio tan pronto

cotho 3¢ tecibi6 la recomendacion del comité. Ef Comité de
Vigilancia de Datos actué con la ética m4s alta, y esto les sirvi6
muy bien a los pacientes en el estudio { al profocolo. Ademds, -
antes de empezar el estudio, el protocolo fue revisado por el

FDA y el Institudonal Review Board (IRB) de cada centro
participante. El IRB consult6 con su comunidad y recibi6
opiniones de la comunidad si se deberfan hacer la pruebas.

+ (Cuéntos pacientes, si hubo algunos, dicron su
autorizacién? : .

A: Los pacientes elegibles para este estudio estaban en un '
estado de choque severo por la pérdida de sangre, y por
pod.&é dar su autorizacién por ellos

mismos. En toda la nacién, solamente dos pacientes pudieron

" dar su autorizacién; ninguno de los tres pacientes de and

[:dicmn dar su autorizacién.
autorizacién en toda la nacién fue obtenida de los miembros |«
de la familia o de los representantes legalmente autorizados en 1%,
varios casos. Como se esperaba en esta clase de pacientes, en
Ia mayorfa de los casos no era factible obtener la auvtorizacién

amtes del tratamiento. Parkland tenfa documentos de

autorizacién informada aprobada por su IRB los casosen |
que fuera posible obtener la autorizacién. Ams, Parkland
tenfa imientos listos con el intento de localizar a la

familia y obtener la autorizacién antes del registro del paciente

si hubiera sido posible. Los procedimientos también estuvieron
preparados para notificar a la familia del paciente 0 a su

representante | al paciente tan pronto ¢omeo fuera posible
mly 'mminfong:ﬂl_lﬁﬂk nclu g:sdd [




cegiegeraninn

to bulld a $16 mibio
-research agd

and act pmmptly on its findings.
. The Oxford Centre for

il psearch teams working |
and other hormone-related ¢

aetes cesedrch will focus o
Oxfocd is already stron

of treatinents.
Thee  university's

with the pharnnace
pany Novo Nordisk

the ¢enter, It will have
rights to discoveries that
. and Intellcetual property
rem.:m with the principal

Yovo Nopdisk is’ 3ettlng for \ts
ys David Matthews, previously

encefthe others’ ideas, but if the company
wands Lo guarantee specific rights 1o 2ny dis-
:eivs, it will have to commission a pro-
jeft just tike any other chent,

As Navo Nordlsk already has large com-
Inercial reseaech bases for identifylag thor-
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Rrirain's National Health
Service (NHS) 18 teaming
‘up with a university and n’i
phatmaceutical compar?

foe
_heajgh poucy-—knmvn In the tac 48 ‘out-
o the NHS 30
uld he credited with “bdng é;.:tona'y”

%No-consent trials rgbe

Novo Nordisk invests in academlc diabetes research

apeutic malecules, it is understandab
th.u Its expectations from Oxfo:d are ¢

middle  mapagérs  that
wanr targets and hard
returry 00 investment, But
publicly at least, the com-

from the Karglinska Instiute
and Novo Nordisk

p.micipanon in tha center,

) d (ransiatlonal ;
_Tesedrch fo the effart. “It's
grear to work with 3 knock.

out moyse.” he says, “butif

pany iasists it favory th
move whola-hearedly :u}d sees nacanflict
herweey what it calls “good nelghbourli-
ness” and irs long-termy busingss strategy.
“We sed it a5 2 naylral development,®
says SHy Pramminy, Senior aredical diree-
tor at Novo Nardisk's Dantsh headquar-
ters, Qxford's reputation for diabgtes
research makes fit an cbvious cheice
within Europe, e says. “We believe we are
the best dlapetes company in the
world,..If we Jre gaing to Le competitive
In the futuce ye need to stay with the best
ang pick up the best Ideas as fast
as,possible.”
The higgest Anancial backer,
owever, is the NHS itself, which
putting in 42 percert of the
nst of the center. Health service
managars increasingly need data
un the cost-¢tfectiveness of treat.
menis and carg regimens, and
they will be looking O the centur
e kind of research that Informs

_coghes daty.” Pramming thin

.- ¢

il hking an international vg fot ity*

conc"

you hxe 3 human with
exactly that gene deteft down the hail, It's
interesting to know What the phenotype
of that disease is.” / ‘ !
Shortly  after [the Imtlatwe wus
anaunced, MvaNnrdl s Largest sihar-
halder, the N-wp Notdisk_ Foundation,
announced separacely that it was giving
$ L8 million to ?,i.onwrtlum of $cendlna-

o —

vian researchers to investiyate the vaseu-
lar biology of diabetes complications such
as nephrapathy sad blindness. The Foun-
dation 1s separate from the company,
although the company's board of direc-
tars are members of the Foundation's gov-
erning bnd)’g'.

lronical]
is emphu;Zlng the importances of putting
Jiinicianyand researchers unider one roof
in rhe hopes that they will swap ideas
Over Lo ee th» Swnquvmn consottium

y son. the ¢on-
410, at rhe k..rolln-

Nara from a trlal s who:ew loud <ubstl-

tits A was Suipended ORe year g0, has
revesiled 3 higher mortality amaig patients

receiving the substitute than thosa receiv-
Ing sallne. The subsiitule, HemAssist, made
by Baxter Healtncare was xdministered to
subjects adsnitted o energency rooms and
expuricnaing sevére blood lass, under a
contraversia! L9964 Fuad and Druy Admin-
istration (FDA) pratoeol tae allows teseing
witiaut the dlrect consent of patients. Ot
tour studies operated under this cute, two—
Including  the HemAswist teial—have
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; Winsted, rencwing con-

i that ndividuals afe :\emge(po:ed )
tisk_without \nformed consent. The
drapged telais have also caused anxiety
anieing raseacchers that carporate sponsers
will avoidd such studies in the future,

The rule was intended to facilitate
resedrch in winecgency medicing, In which
patiencs accive unconsclous at hospital
and Jecisions must be made rapidly.
Under the yystem, products can be tsted
witnour patients’ comsent, bur only If

, aithough the Oxford center "\ E

Siringent requirements arc met ta Infarm

- s T R

-—




the connmuaity about a tml tak»m, place
l at their lncal haspital betore, during and
i after itis done. Sucha trial lssald tobe run
under a ‘no-consent’ protocol,
In dmfnng !he»t_piu,hwrnuhwn hoped 10

ﬂe‘d.f 5 \
nf 5 nnmrmy wedsdnbétﬁmton City Hos-
ng gmund fur'e amergency f00M produdty,

And hloerhicists contend that the an-
consent rule Is ethically inappropriate,
regardiess of its apparent utility. George
Annas, Mrofessor of Health Law at Boston
University's School of Public Hedlth,
argues_that when the rule change was
dvhaned, “there wak no good ratianale for
doing femergency  medicine] research
withouf consedt. In emergency tooimy
people use this lunatlc thing called impliied
congent, but you don’t imply anything by
having a heat Mtack.”

[ast manth, researchers at Mid-Caroling
¢ asdivlogy, Nonth iZatoling, described dif-
ficulties cncountered in another no-con.
sen trial—testing u CPR vest deviloped by

Erfaess by one of che colleges of the Uni-
varsity of London to shift teaching and
rescarch resoyrees from clvil into dlo-
mudiced enginering have met with strong
renistuse from cinployees dver fears that
the vivil enginesnng staff are likely to
made redundant,

The retrganlzation is being lustmed by
Queen Mary aind Westfleld College both u3
areflection of changing patierns in student
demand, and as 3 way of bullding on tht
college’s research strengths. 3s medsyred
hy in pevtotmmcu In the seean |

are known T 1e3crune depart: )
Ments i Oplimize RAE wore, on ™
whivh governmuns tunding is partty based,
this is helivvad to be the flest such deastic
retedeiing undactaken for this purpote.

*Iike all universities, we are trying tn
plae tor the next RAF, which is duc tabe
o hektin 2000, and as part of this w2 are try.
uiyg to Impirove our research profile.” suys
cOllege spokesivomen Detia Ray. According

director

CRUTY, whkh represcnts university lec

C ardnolahu Systets (Arn. Emery, Mcd 33,
224:229; 1999). The cost and difficulty of
“eamplying with the tough regulations

resulred in the teial's reeminaninn cespite
_apparently  promising  carly results.

- Although uaxterovercamethmproblems. _
‘the negmvw resuIts menae ma;“me com- | b
. pany abandoned development of HemAs- i wo
U813t and Is now focusing on prwllntcal e
_- rescarch afa ew hiood

to o this rype of study ... dtug companics
are going toshy sway from [such research,”
sy Max Koeningsberg, medicai dicector for
the Chicago North EMS vystem and a lead-
ny lnvestigator an the HemAssist tral.
FDA sgnior palicy analyst, fonnie Lee,
savi that the agency has an ongoing
review of the regulations, but substantial
alreration to this rule in the n&ae future s
unlikely: “1 have heard that the rule s o
hurdensome. We cerrainly dida’t mean
for [t 1 be ensy—Its purpoye Is to protect
subjuers, Diffecsnl regulations must be
applicd ro amergency situations, explains
Lee. “IF iy child has been in a car accident
and it bleeding profusely, you need 1o
Inrervene as quickly as possible wrether
P there ta sign a form ar not,” she Says.
Aran Dovr, New YORK

: London college tallors staffing to increase RAE score

10 Ry, the college it atrernpting to build
on s existing strengths by bionedical engi-
neeriug, particularly In 3réds such as
vachivne lmplants and artifictal jolnts.
"ihire has heer 4 shift in focus, and this
appwiies o heararea In which the gov-
venangnt Is nteresred,

"Thw Association of Umversity l‘each"

trs 10 thelr pegetiations with unlv;nl
Bver pay and conditions, Is threatening 1o
‘wray-lst' the college If it pracevds with

this course of action. This woul

.md_rheusrremeamounmlmmeymaumd -
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"Funds bolster Canadlan I
,research L I
: T. ) j N B
I

1

z fered ‘cutbacks In federal funding aver

;m Canada to dream again.

* pioimedical group ta recalve pew fund-

- §nd MD:

vatlon.” This is gaod naws for Camdlau
; blomedical researchars who nm b |

the last four years,

Alan Berpstain, director of the Samuel
* Lunenteld Research Institute of Mount
- Sinal, a Univarsity of Toranta-sfhliated
. biomedical researcn canter, ully expects
: his.Jnstitute to be Inciuded in the CHIR i
* natwark, "We hear about doubling 8 ond | !
tﬂpling thie NIH Sudget and cecyuse o!
' our praximity to the US, braln Orain is ;
a big worry in Canada. But the CHIR,
* cqupled with tha new funds heing made
. available is an opportunity for sclentists

says’

- ——

Bernstein,
Last manth, the Lunenfeld was the first

irg_ from an Onuaric Challenge Fund
- astablished to increase collaboration
between the acudemic ang biotochnel-
ogy sectors, and boost the prownce': scl-
entific profile.

“The Onarian govemmunt will give
CAN$12 million (US$8 million) ta the
Institute because R has e ‘
succassful links with three industrial part-
n«»—srmmws Squihb Giym ,
inging tha I

wmployment st, or academic col-
o lahorstion with, the Collegethat -
L the AUT disapproves of s
cmployment practiees. Because
Of e AU pressure, the college has agresd
1 delay the dare by which it has asked for
valunteers for setdundancy until April. it
Is Ruoping that thie affer will be taken up
hy those ¢lene 1o the end of their acade.
M Cieeer whe 57¢ constdered less e research
peodictive’ thiyn others.
Pavay D xvan, LoNbas
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invoive waming those iéeﬂml

" ehaik I g ;cohlo;ogy and 3
 tralning program for 10 past dodi
lows will also be created, o .

The Lurenfeid fund was announced
only days after the province’s Heart and
Stroke Foundation donatad CANS13 mil-
flen'to cardiovascular research at the Uni-
versity of Toronts, whare studies will
focus on the malecular basis of athero-
sclerosis and heart fadure.

Katen BIRMINGHAM, NEW Y0ik
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Emergency Medicine’s “lllusion of Efficacy” and the
Public Perception of Resuscitation Research

.~ Roger J. Lewis, MD, PhD

- iHarbor-UCLA

S SAEM Board of Directors
On January 17, 1999, an aricle en-"-

tited “Testing Wihout Asking” appeared

on the front page of the Chicago Tribune.
The articia's author implied that a clinical .
r cadier had been .,

trial completed one

trauma patients, was the first large,

multicenter, pharmaceutically-sponsored
trial to be conducted under the 1996
faderal ragulations allowing a narrow
excapticn to the requiremant for pro-
spacive informed consent from reseasch
subjects (21CFR§50.24). The trial was
terminated prior to the first planned
intgrim data analysis, because of an
observed increass in mortality amaong

patients receiving the blood substitute, -

relative to those recelving the salina
control. The recommendation fo stap the
trial was made by an independent Data
Satety and Monitorng Committaa and
wes acted on inmediately by the study's
- spongor, Baxter Healthcare Corporation.
. This clinical tral was conducted not
. dnder a cloak of secrecy, but instead
under the illumiraticn of extensive
news coverage both prior to and during
its conduct. When patient enrolimant
was terminated in January 1998, and
later when the study was permanently
closed. those events wera publicized in
press releases by the study's sponsor,
While it is obvicusly unfortynate that
this particular blood substitute did not
benefit the study subjects who received
it, | beileve, basec on axtensive knowt-
edge of the trial, that prior to the study it

was reasonable to believe the study par- - gta ence
- the standard therapies. In olhier Wo

ticipants receiving the blood substitute

would benefil. A year later, thig clinical

trial is being portrayed as an example of
unathical and unjustifiable abuse of
Injured patients and, mors imporiantly,

this interpratation is finding fectlle ::
ground. Why Is the public willing to

belisve thig interpretation of the events?
Part of this willingness can be traced w0
a phencmanon which | will ¢all emer-
gency medicine's llusion of Efticacy.”
The lllusion of Efficacy is the idea
that effective medical therapies currently
exist ‘ar virtually all life-thrcatoning
emargarcies. The lay public has a tre-
mendous need to beliave <hat if they
ifer a medical emergency or a trau-
_atic injury, the emergency msdical
“8ystem (defined in the broadest sense)

. much of emergency m

“phenomendlly suag

will come to their aid quicidy and thay
will receive effective therapy. Perhaps

because of our own human need to feel
iittle effort_to ensure the pub
understands the ratativaly. primiti
nature and unknown et

efficacious, we have made rglagj\é?‘ly
ublic

addition, the telavision 1

pubfio awarsncss of o
fortunately, portra
dical theraples ag highty: effectiv
even In the most dira of circurnstancas,

Now consider tha public reaction ‘o
the clinical trial mantioned above—spa-
cifically, 1o the enraliment of patients in
a randomized trial without their conseni.
Because we live in a free socisty, we all
expect that our personal aulcnomy, ard
our related right to make decisions

about our own medical care ‘will be pre- -
sarvad and reapected. When we are
incapacitated by injury or iliness and

that autonomy is !ost, however. our so-
cigtal custom Is to expect standard
medical tharapy will be given to us.
The 1996 federal reguiations only allow
a daviation from thie custom if such a
deviation holids the prospect of direct
benetit to the patiant, i.e., when the
standard therapy 1s unproven and it is
reasqnable 1o beiigve the axperimental
therapy may be bettar, Under a wawver
of consent in a randomized trinl, an
Incspaciated patiert is given ejther the
standard therapy cr an experimental
therapy according to random assign-
ment. This is a ragical change from our
sociatal norm ot automaltically giving
only standard theragiss which, accord-

ing to the lllusion of Efficacy. are 80 of

fective. Such a radical change in mad-
ical behavior, in such dire circum.
stances, tan only be understood by the
lay public If that same pubiic under-
gtands the fack of avidence supporting

he standard tharapies. In olher words,
i they Linderstand the trie nature of the
- Husion of Efticacy. 7 :
* - How unsure are we about t

an_exsmpla, consider a recent
whose results suggested that mul

ti

florillation, may actually reduce the
chance of a good neurologic ouicome,
independant of the duration of CPR.!
Also ccnsicer the controversles sur-
rounding the affect of the use of “lights
and sirens® during EMS response to
medical emergencies, or a study pre-
sented at last year's SAEM Anrnual
Meeting whose results demonstrated
that prerospital inwubation of sediatric

.. viewed Ag_,s#‘gnaﬁcigl

-+ ndyre that

: : ' ; 7 b“ ‘.‘,ct __ no ¢
of common emergency therapies?. As .-that t

: , v ég?e T
doses of epinephrine, when used In
ACLS to treat patients :n ventrcular

patients doas not ‘mprove outcome.2
ln each case, therapias and procedures
‘that are commonly used and publicly
icial are found, upon

Ho 8 apies.
hon dectechy ira

therapies we are recommending are

~known to be eftective and which onas
. are customarily used byt of ynproven

efficacy. Whan we interact with non-
physicians {e.g., medical scientists,

ubiic officials, members of tha lay pub-
ic, otc.). we should be careful not to
sell emergency medical therapies as

“uniformly effective but, instead, com-

municate the message that many emer-
gency medical theraples are unproven.
Greater public understanding of he
fimitabions of current ematrgency med-
ical therapies will result{n ‘a better un-
derstanding of the need for research on
the effectivenéss of axparimental the:-
aples, even if that research raquires
giving up our custom of aytomatically
giving only standard, non-axperimental
therapias to incapacitated patients.
without such rgsearch, future patients
will be condemned lo receive therapies
as unproven ds the ones in use today :
(even if they are not the same unproven
tharapies). lronically, the futuro patients
condemried to recsive unproven thora-
pias will be those with conditions thar
make them unabie to object. The cur-
rent federal regulations, allowing a nar-
row axception to the raquirement for in-
formed consent rapressnt a major step
forward for our specigity and for our fu-
ture patienis. 18 Is up \

&t . gquc? fur -wh
he nesd for rase,
noapacitated pa
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