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RECEIVED

Docket Number 95S-0158

Dockets Management Branch (HFA-305) 0cT -2 1908
Food and Drug Administration

12420 Parklawn Dr. rm. 1-23 \Q‘Q)D\ %

Rockville, MD 20857 CBER/DCC

—

RE: Investigational New Drug Application #6859
Dear Sir/Madam:

In accordance with 21 CFR §56.109 and §312.54 concerning Baxter Healthcare

Corporation’s Investigational New Drug Application #6859 relating to the clinical testing
of Diaspirin Crosslinked Hemoglobin (DCLHDb), we are enclosing copies of information
concerning ending research involving an exception to informed consent. This submission

includes information that has been publicly disclosed by the IRB at the University
Louisville Hospital, the IRB at Lehigh Valley Hospital in Allentown, PA, the IRB at
Carolinas Medical Center in Charlotte, NC, and the IRB at East Carolina University
School of Medicine in Greenville, NC. This submission also includes other

miscellaneous press coverage and an update to the University of Illinois-Chicago web site

related to DCLHb Traumatic Hemorrhagic Shock Research (http://dclhb.er.uic.edu).

The public disclosure/community consultation information from the University Louisville
Hospital includes: an article in the Kentucky Emergency Physician’s Interm Communique
Newsletter sent to 235 members, 130 University of Louisville EM students, and 130 EM

Chapter Presidents and Executive Directors, Winter 1998 edition (Attachment 1); an

article in University of Louisville magazine, Winter 1998 edition sent to 100,000 faculty,
students, employees and community members (Attachment 2). The site also participated

in a radio program discussing the study which aired on seven (7) stations. Additional

public disclosure that occurred after the study was stopped include an Article in EtUltra
magazine, Summer-Fall 1997 edition distributed to 6,000 research faculty and potential
funders (Attachment 3); an article in Government & Politics (Attachment 4); an article in

Physicians News, Fall 1997 edition (Attachment 5); and an article in the Healthcare
Quarterly supplement to Business First, December 22, 1997, circulation to 15,000
subscribers (Attachment 6).
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The public disclosure/community consultation information from East Carolina University
School of Medicine in Greenville, NC includes an article from the University Health
Systems of Eastern Carolina People magazine, January 1998 (Attachment 7).

The public disclosure information from Lehigh Valley Hospital in Allentown, PA
includes three (3) articles from various local publications (Attachments 8-10).

The public disclosure information from Carolinas Medical Center in Charlotte, NC
includes an advertisement placed in the Charlotte Observer, 4/01/98 (Attachment 11); and
an article from the Charlotte Observer, 4/2/98 (Attachment 12).

The miscellaneous press coverage includes; an article from the Associated Press
(Attachment 13); an article from International Blood/Plasma News, April 1998
(Attachment 14); an article from NewsEdge, April 9, 1998 (Attachment 15); an article
from the Daily Herald, April 11, 1998 (Attachment 16); an article from the Philadelphia
Business Journal, April 6, 1998 (Attachment 17); an article from the Philadelphia Inquirer
3/31/98 (Attachment 18); and an article from the Wall Street Journal, April 1, 1998
(Attachment 19).

Additionally, an update to the University of Illinois-Chicago web site related to the
DCLHb Traumatic Hemorrhagic Shock Research (http://dclhb.er.uic.edu) is included
(Attachment 20).

Outlined in Attachment 21 is the media coverage for both the March 31 and April 10
press releases announces the halt of the HemAssist trauma trial.

Additionally, an update to the University of Illinois-Chicago web site related to the
DCLHb Traumatic Hemorrhagic Shock Research (http://dclhb.er.uic.edu) is included
(Attachment 22).

In accordance with 21 CFR §312.54, this information is also being submitted to the
Docket Number 95S-0158 in the Dockets Management Branch.

The submission has been organized as follows:

Attachment 1: An article in the Kentucky Emergency Physician’s Interm
Communique Newsletter, Winter 1998 edition

Attachment 2: An article in University of Louisville magazine, Winter 1998
edition

Attachment 3: An Article in EtUltra magazine, Summer-Fall 1997 edition

Attachment 4: An article in Government & Politics
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Attachment 5:
Attachment 6:

Attachment 7:
Attachments 8-10:

Attachments 11-12:
Attachment 13:
Attachment 14:
Attachment 15:
Attachment 16:
Attachment 17:
Attachment 18:
Attachment 19:
Attachment 20:

Attachment 21:
Attachment 22;

Page Three

An article in Physicians News, Fall 1997 edition

An article in the Healthcare Quarterly supplement to Business
First, December 22, 1997

An article from the University Health Systems of Eastern Carolina
People magazine, January 1998

Articles from local publications related to the Lehigh Valley
trauma study site

Articles from the Charlotte Observer, 4/01/98 & 4/02/98

An article from the Associated Press

An article from International Blood/Plasma News, April 1998

An article from NewsEdge, April 9, 1998

An article from the Daily Herald, April 11, 1998

An article from the Philadelphia Business Journal, April 6, 1998
An article from the Philadelphia Inquirer 3/31/98

An article from the Wall Street Journal, April 1, 1998

An update to the University of Illinois-Chicago web site related to
the DCLHb Traumatic Hemorrhagic Shock Research
(http://dclhb.er.uic.edu)

Media Coverage Report

An update to the University of Illinois-Chicago web site related to
the DCLHb Traumatic Hemorrhagic Shock Research
(http://dclhb.er.uic.edu)

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

If there are any questions concerning this submission, please contact me at

(847)270-5313.

Sincerely,

L MY K- Pl Mooy

Maulik Nanavaty, Ph.D.
Director Regulatory Affairs
Hemoglobin Therapeutics Program



[ JUoWYORNY



- - KENTUCKY CHAPTER OF THE AMERICAN COLLEGE OF EMERGEN
T KenTucky

EPIC

EMERGENCY PHYSICIAN'S INTERIM COMMUNIQUE

THE ORIGIN OF CARDIOPULMONARY RESUSCITATION

Tim Price, MD
University of Louisville

Cardiopulmonary resuscitation [CPR} as we know it foday has changed ik
fle during the lifetime of the speciality of Emergency Medicine. Certainly there
have been changes in medical therapy of the cardioc amest pafient in the post
three decades, however substantial changes in the mechanics of basic life sup-
port fechniques are lacking. Most pracficing physicians today are fomilior with
CPR but few can elaborate on the origin of this universally accepted procedure.
tn this arficle | will briefly review the development of CPR.

Biblical Accounts
Some medical historians believe that the earliest account of CPR can be

found within the Old Testoment. In 1Kings 17:17-22, one reads obout o boy
who became ill and stopped breathing. Elijoh loid the boy on o bed.

“Then he shetched himself out on the boy three times and cried to the tord,
0 lord my God, let this boy's life return to him!" The Lord heard Elijoh'’s
ery, and the boy's life returned to him and he lived.”

In 2Kings 4:33-35, @ similar incident is recorded in which o deod boy is
brought back fo life atter the prophet Elishah “lay upon the boy, mouth to
mouth, eyes to eyes, hands to hands” and sretched himself out on the boy two
fimes. While some readers faithfully believe that these ore accounts of miro-
cles, some readers explain them os the first recorded exomples of successhul
medical resuscitotions.

Pre-1800’s

The first contemporary evidence of attempts at resuscitotion are revealed
in Renaissonce writings by Vesalius (1514-1564) ond Paracelsus {1493-
1541} and in the 1700's in the registers of the “Humane Societies” of
Amsterdam, Copenhogen, London ond Massachusetts. Included in these reg:
isters were atiempts o intubation by palpation, positive pressure ventilations
with fireside bellows, and mouth4o-mouth ventilation on newbom infants ond
drowning victims.

The concep! of electrical defibrillation had been reported in the register
of the Royol Humane Society of London in 1774 by o man nomed Koenig
who stoted that *upon transmitting @ few shocks through the thorax, | per-
ceived o small pulsation ond in o few minutes the child began to breathe with
great difficulty.” Actual appreciafion for ventriculor fibrillotion did not eccur
until much loer.
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Pre-1950's

Modem resuscitation attempts began os o matler of necessity ofter the dis-
covery of general anesthesia in the 1800's. As general anesthesia wos fre-
quently complicated by apnea, oirway obstruction, and pulselessness, surgeons
were forced o find ways o reverse these ragic complications. Intermittent posi
five pressure ventilation wos being used occasionally; however, exaggerated
reports of barotrauma resulted in its sbandonment and replacement by manual
ventilation kechniques. Vorious manual methods were described and promoted
including supine chestpressure armifi, prone cheskpressure only, and prone
back-pressure armif methods. These methods would prevail as the method of
orfificial respiration until the 1950's.

Endotracheal intubation by palpation was sporadically used since the late
1800's, however anesthetized potients were not typically intubated until the
1920's. By World War I, the ollied forces commonly intubated ufilizing direct
loryngoscopy. Open<hest massage wos used in the operating room for car-
diac omest associoted with chloroform use, but cardiac orrest out of the operat
ing room was considered o hopeless condition. Closed chest cardioc massage
wos performed on animals and human subjects in the lote 1800's. However,
this fechnique would be forgotien for another 50 years.

continved on page 5
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Kentucky CHAPTER OF THE AMERICAN COLLEGE OF EMERGENCY PHYSICIANS

ResEARCH IN EMERGENCY MEDICINE:
WAIVER OF INFORMED CONSENT INTRODUCED

Ashlee Miller, RN
Mary Nan S. Mallory, MD
University of Louisville

In October 1996, the Food and Drug Adminisiration passed a regulation,
Section 50.24{a}{7) for an exception from informed consent in emergency med
cine research. The University of Louisville Department of Emergency Medicine
is cumently parficipating in the first such waiver of informed consent research
project. Unil this new regulation wos passed, emergency physicians were very
fimited regording resuscitation research.

The regulation gives additional protections of the rights and welfare of the
subjects, including, at least: 1) Consultation with representatives of the commu-
nities in which the clinical investigation will be conducted ond from which the
subjects will be drawn; 2} Public disclosure o the communities in which the clin-
icol investigation will be conducted and from which the subjects will be drown,
prior o initiation of the clinical investigation, of plans for the investigation and
its risks and expected benefits; 3} Public disclosure of sufficient information fo-
lowing completion of the clinical investigation fo appraise the community and
researchers of the study, including the demogrophic characteristics of the
research and ifs results. The Institutional Review Board (IRB) is responsible for
the review, approval, and continuing review of the clinical investigation.

The regulation clso hos specific procedures in seeking informed consent. K
obtaining informed consent is nof feasible and o legally authorized represento-
five is not reasonably available, the investigator has commitied, if feasible, o
cltempting fo contact within the therapeutic window the subject’s fomily member
who is not o legally authorized representotive, and asking whether he or she
objects fo the subject’s participation in the clinical investigation. The invesfigo-
for wifl summarize efforls made fo contact legally authorized representatives
and make this information available o the IRB ot the fime of continuing review.
The IRB is responsible for ensuring that procedures are in place to inform, ot the
eorliest feosible opportunity, each subject, or if the subject remains incapacitat
ed, o legally authorized representafive of the subject.

In August 1997, the University of Louisville Department of Emergency
Medicine, under the direction of the IRB, completed community consultation, the
inificl phase of public disclosure and begon the study which is designed to mea-
sure the efficacy of Diaspirin CrossLinked Hemoglobin {DCLHb). DCLHb is an
oxygen-<carrying hemoglobin product which has been chemically modified, puri-
fied ond posteurized. This product is produced from expired red blood cells

and does nof require © crossmatch.

DCLHb is given fo patients that enter with severe hemorthage ond shock.
H carries oxygen to fissues with oxygenation to the heart and other vital organs.
I also has @ pharmacologicol effect of increasing blood pressure o predictable
amount. The primary endpoints o this study is o decrease mortolity ond also
decrease the endstage organ failure, that commonly happens with severe hem-
orthage. The plan s fo confinue the study through 1998.

i you hove any questions regarding waiver of informed consent or the
DCLHb study being conducted at the University of Lovisville Hospita!, plecse
contact us of (502) B52-5689.

The Origin of Cardiopulmonary Resesdtation
continsed from page 1

1950°s

In the middle of the twentieth century, several reports led o the develop-
ment of modem CPR. In Baltimore, approximately 100 anesthefized patients
and volunteers were examined under Ruoroscopy. This demonstroted 1o
observers how the epiglottis and fongue would obstruct the airway during anes-
thesia unless the airway was maintained using head tik, and sometimes jow
thrust, with the mouth open. Thus the friple airway maneuver was first

described.

In 1957, o crucia! study compared ventilation success in mouthdomouth
versus manval push-pull ventilation techniques in 27 aduli volunteers. - The non-
intubated volunteers were made unconscious and paralyzed with curore.
Positive pressure ventilation with mouthdo-mouth proved 1o be superior fo inef-
fective manual push-pull fechniques.

Finally, the generation of o pressure pulse with external chest compression
was rediscovered. Kouwenhoven, a professor of electrical engineering of the
Johns Hopkins Hospital, was studying external defibrillation in dogs. His
research fellow, engineer Knickerbocker, was pressing the external electrodes
on the dog's chest when he noticed an arferial pressure wave. A surgicol resi
dent by the name of Jude, applied this fo human subjects. He documented arti-
ficial circulation by stemal compressions fo patients that developed pulseless-
ness during induction with the potent new onesthetic ogent Halothane. He
reported in JAMA in 1960 and 1961 thot a few steral compressions and inter-
mitient positive pressure ventilations with oxygen promptly restored circulation
in these patients. Thus modem externol sternal compression was introduced.
Further anima! studies integrating the three components discussed above result
ed in the ABC's of modem resuscitation and the recommended compression to
venfilotion ratio currently used.

By the lofter holf of the 1960's the American Heart Association had devek
oped its recommended program for CPR and published it in the JAMA.
Subsequent widespread feaching and use has resulted in universal acceptance
of this process as the standard initial basic life support of the potient in cardioc
orrest.

KACEP Gotr CHALLENGE T0 BE HELD
onN May 114

KACEP wilt be hosting o golf chollenge of Morriott's Griffin Gate Resort in
Lexington on Monday, May 11th. There will o continentol breakfast provided,
a 1 hour CME program from 8:00AM - 9:00AM, ond tee-off time following the
program. The cost of e entire program is $45.00 per person for KACEP mem-
bers. This will be o fundraiser for KACEP, so please help show your support
and mark this date on your colendar, so tha! we con confinue lo increase our
visibility and activities within the state.
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Syathotic Treatmont Derived from Blood Shows Promise

Yom Fougerousse

U of L researchers will study a synthetic
biood product that may allow emergency
physicians to speed treatment of patients
who have suffered severe blood loss. The
product, Diasprin Cross-Linked Hemoglobin
(DCLHD), is prepared from chemically modi-
fied human red blood cells. it is sterilized
and pasteurized, and can be frozen for up
to one year. Most importantly, DCLHb can
be used on anyone, and does not require a
match with the patient's own blood type.
“Diasprin holds great promise for our pa-
tients with severe traumatic injury,” said
Mary Nan Mallory, principal investigator for
the Kentucky study, who also is a physician
in U of L's emergency medicine depart-
ment. Even after surviving severe blood
loss, Mallory explained, a patient still risks
death in the first month due to the initial
damage to internal organs and tissues. “We
want to find out through this study,” she
added, “if the use of DCLHb can decrease
the number of deaths that occur in that
28-day window.” The US. Food and Drug
Administration has authorized U of L to
study the product in its trauma center during a two-year trial. Study criteria dictate
that only the most seriously injured patients, those with severe shock and bleeding,
are eligible for enroliment. These patients are at the greatest risk of death.

Emergency Medicine Instructor Mary
Nan Mallory.

Scholar Develops Grief Predictor for
Miscarriage Cases

Miscarriages happen more often than most peopie believe.
Statistics say that 15 percent to 20 percent of all known
pregnancies end in miscarriage. The rate is probably higher
because sometimes women who don’t know they are preg-
nant will pass off heavy bleeding as a strong period when,
in fact, they have miscarried. Marianne Hutti, nursing profes-
sor and coordinator of U of L's nurse practitioner women's
heaith program, has compiled 10 years of data on preg-
nancy loss. In her obstetrical practice, she found a need for
medical providers to understand how to approach women
who have experienced pregnancy loss. Her research ex-
plores factors that influence the intensity of grieving in or-
der to help health care providers better identify men and
women who need foliow-up after such a loss. Says Hutti,
“Understanding a client's intensity of grieving will not
speed up the mental healing process but it will help care providers to give better care
to grieving families.” Her article, “Predicting Women's Responses to Pregnancy Loss”
won an outstanding research award last summer at the national meeting of the
American Academy of Nurse Practitioners.

Marianne Hutti,
coordinator of U of U's
women’s health nurse
practitioner program.
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Entries in this sampling include - .
. donors and recent funding - -

amounts. oo

U OF L RESEARCHERS

Roberto Bolli, $292,463, National .-
institutes of Health, "Role of Oxy- :
-gen Radicals in Postischemic Dys-
function.” Ay FEETE i
‘Douglas Borchman, $172,908, Na-
tional institutes of Health, “Spectro-

il

-scopic and Related Studies on Lens

Membrane Lipids.” =

Rafael Fernandez-Botran, $99,819,
National institutes of Health,
“Immunoreguiation by Soluble IL.-4
Receptors.” -

Henry Enck and Robert Taylor,
$241,450, Universidad Frandisco
Gavidia, San Salvador, “Contract to .
Provide a Master of Business Admin- -
istration in San Salvador, B Saivador”
Anna Huang, $91,000, SmithKline
Beecham Biologicals, “A Double-
Blind, Randomized, Placebo-Con-
trolled Study to Evaluate the Safety

of SmithKline Beecham Biologicals’
Herpes Simplex Candidate Vaccine
with MPL in HSV Seropositive of
Seronegative Subjects without -
Genital Herpes Disease. -~ - -
Y. James Kang, $106,253, US. De-
partment of Agricuiture, “The Role
of Catalase in Protection Against
Copper Deficiency-induced Heart
Damage in Transgenic Mice.”

Karen Lind, $191,670, Jefferson - -
County Public Schools, “Centers for
Excellence for Research, Teaching

and Learning (CERTL).”

John Van Savage, et. al.,, $181,153,
Alliant Community Trust Fund,
*Stimulated Free Flap Myoplasty for
the Acontractile Bladder.™

Richard Wittebort, $174,206, Na-
tional Institutes of Health, “Structural
Studies of Collagen Fibrils by NMR™
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Synthetic Treatment
Derived from Blood
Shows Promise

U of L researchers will study a syn-
thetic blood product that may allow
emergency physicians to speed treat-
ment of patients who have suffered se-
vere blood loss.

The product, Diasprin Cross-Linked
Hemoglobin (DCLHD), is prepared from
chemically modified human red blood
cells. It is sterilized and pasteurized,
and can be frozen for up to one year.
Most importantly, DCLHb can be used
©on anyone, and does not require a match
with the patient’s own blood type.

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

All patients will receive the best
medical care available, stresses Dr.
Mary Nan Mallory, principal investiga-
tor for the Kentucky study. The DCLHb
treatment will be administered as addi-
tional therapy. The study is nationally
randomized, which means of those pa-
tients at all participating centers who fit
treatment parameters, approximately
half will receive this additional treat-
ment step; the other half will not.

“Diasprin holds great promise for our
patients with severe traumatic injury,”
says Mallory, who also is a physician in
U of L's emergency medicine depart-
ment. Even after surviving severe
blood loss, Mallory explains, a patient
still risks death in the first month due to
the initial damage to internal organs
and tissues. “We want to find out
through this study,” she adds, “if the
use of DCLHb can decrease the num-
ber of deaths that occur in that 28-day
window.”

The U.S. Food and Drug Administra-
tion has authorized U of L to study the
product in its trauma center during a
two-year trial. U of L and federal re-
search protocols dictate that a patient
must give informed consent before be-
ing enrolled in any clinical trial. How-
ever, patients who have suffered se-
vere trauma and loss of blood—the
type of case for which U of L's DCLHb

study was designed—sometimes are
injured too seriously to give informed
consent, and next of kin can't be io-
cated in time to administer treatment.
In such cases, U of L will use a
waiver of informed consent recently au-
thorized by the FDA for just such con-
tingencies. The waiver allows re-
searchers at U of L Hospita! to admin-
ister DCLHb before informed consent
can be given. The study was reviewed
and approved by U of L's Human Stud-
ies Committee, which oversees the
protection of human subjects in re-
search. Patients and their tamilies,
however, have the right to withdraw
from the trial at any time after they

Even when blood is replaced in patients with
trauma or severe bleeding, the resutting
organ and tissue damage can be fatal.

U of L researcher Mary Nan Maliory will
head up Kentucky's portion of a national trial
to test a synthetic, biood-derived therapy
that shows promise in reducing such
fatalities.

have been informed.

The committee also has outlined a
comprehensive “public disclosure™
plan. A three-week program of adver-
tising and publicity is under way; its
aim is to inform local residents of the
study and the possible use of the FDA
waiver.
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GOVERNMENT & POLITICS

Debate Swirls Around New Rules

for Informed Consent in Trauma Research

Scientists cite vagueness; regulators see lack of implementation

BY PAULETTE WALKER CAMPBELL

BETHESDA, MD.

HEN A MAN was admitted to the

‘ ;g ; University of Louisville Hospi-

tal this month with life-threaten-

ing abdominal injuries from a car accident,

he was immediately enrolled in a study to
test a blood substitute called HemAssist.

Scientists believe that the product,
which is made from human blood, will
speed the flow of oxygen to vital organs
and raise' a patient's blood pressure faster
than the standard treatment of blood trans-
fusions and salt solutions.

A year ago, such an experiment could
not have occurred, because the man, who
was unconscious, could not give his per-
mission 1o participate in the study. Federal
law generally prohibits doctors from giving
patients experimental treatments unless
the subjects or their family members un-
derstand the risks and give their consent.

But government rules that took effect
last November allow scientists to obtain
waivers of that requirement so they can
use experimental drugs and medical de-
vices on patients in life-threatening situa-
tions without the patient's consent.

Federal officials and researchers are still
at loggerheads, however, over how best to
carry out provisions in the rule that require
scientists to notify the public and to seek
advice—and consent—from the local com-
munity before conducting the research.

At a meeting sponsored by the Food and
Drug Administration here this month, sci-
entists and members of panels that review
research proposals told federal officials
that the requirements are too vague and
too costly and time-consuming to fulfill.

Mary K. Pendergast, the F.D.A.'s depu-
ty commissioner, acknowledged that the
consent requirements are the “Achilles’
heel” of the new rules. But they must **be
strictly adhered to,” she said, *‘in order to
protect this particularly vulnerable popula-
tion of patients.*'

If scientists don't begin to take their ob-
ligations more seriousty, she warned, “‘the
F.D.A., if necessary, will pull the plug on
this rule, or enact stricter guidelines.”

A DILEMMA FOR RESEARCHERS

Before the waiver rule was changed last
November, the government's informed-
consent law presented a dilemma for
acute-care researchers: Most of the pa-
tients they treat are unconscious, and ir-
reparable damage often is done within a
few minutes, limiting the time available for
physicians to locate relatives for consent.

Exceptions to the requirement were
rarely granted. The F.D.A., which oversees
research on human subjects that involves
experimental drugs and devices, waived
consent in some individual cases. In sepa-
rate rules, the Office for Protection from

Research Risks, which monitors research
supported by agencies in the Department
of Health and Human Services, agreed 1o
issue waivers if the proposed study posed
no more risk than an individual would en-
counter in daily life—a standard met by
few emergency treatments. .

Because neither set of exceptions of-
fered specific guidance for clinical trials
in emergency care, institutional review
boards allowed acute-care researchers to
obtain “‘deferred consent.” In such cases,
physicians enrolled patients in studies
without their consent, and told the patient
and family members afterward.

But in 1992—following revelalions that
the federal government several decades
previously had exposed people 10 radiation
without their consent—the risk-protection
office banned the use of deferred consent
at institutions that received grants from the
Health and Human Services Department,
even if the study in question was not spon-
sored by the government.

That, in effect, stopped all acute-care
research. After three years of lobbying by

Mary Nan Mallory, principal investigator for a U. of Louisville hospital study:

WUCHAEL CLEVENGER FOR THE CHP

““This is a very complex rule thai we are all siill trying 10 understand.”’

At the study’s completion, the community
must be 1old how the experiment fared.

Federal officials at the meeting said they
had expected researchers to take pains to
fulfill the requirements of conducling re-
scarch under the waiver. Instead, said the
F.D.A.'s Ms. Pendergast, *‘we've seen
signs that the rule is not being implemented
the way we had hoped.”

For example, some institutions have
sought to fulfill the requirement about con-
sulting the community merely by running
local-newspaper advertisements. “*An ad-
vertisement may serve as onc part of a

“We are talking about sacred Issues here: informed

consent, autonomy, falmess, patient protection. So we

can't be flippant about the amount of time It takes.”

scientific and medical societies, the F.D.A.
and the Health and Human Services De-
partment issued their joint revisions,
which went into effect in November 1996.

The new rules allow doctors to test ther-
apies in emergencies if:

w An independent physician and the lo-
cal review board agree that the patient is in
a life-threatening situation, requiring im-
mediate attention.

® The other available treatments are un-
satisfactory or ineffective.

® And sufficient evidence exists that the
experimental treatment may help the pa-
tient.

In addition, the researchers must show
that the risks of participating in the study
are ‘‘reasonable, compared to those asso-
ciated with the patient’s medical condition
at the time,”” and that getting the permis-
sion of the patient or a legal representative
is not feasible in the brief window of time
when the treatment must be provided.

COMMUNITY CONSULTATION

The rules also require researchers to in-
form the population most likely to be af-
fected by the study about its purpose,
nisks, and possible benefits. The research-
ers, the study’s sponsors, and the review
boards must consult with the community
about the appropriateness of the research.

multifaceted plan. But by itself, it is not
sufficient information disclosure, and it is
clearly not community consultation.”

The problem, university officials at the
meeting said, is that the regulations do not
define acceptable methods of public dis-
closure and consultation. Government of-
ficials said the lack of specificity was inten-
tional, to give researchers and review pan-
els the flexibility to fulfill the spirit of the
regulations according to local standards.

That explanation left many atiendees
frustrated. Erica C. Jonlin, human-subject
review coordinator at the University of
‘Washington, said an investigator at her in-
stitution had consulted with the
ty by randomly selecting residents from
the telephone book.

About 75 per cent of those people felt
that the proposed study was acceptable,
she said; the remaining 25 per cent op-
posed it, for reasons including a general
suspicion of research.

“‘What do wé do with this?"” Dr. Jonlin
asked. **What per cent of the peaple we
consult have to say 'Yes' before the re-
search can proceed?”’

The government's answer, according to
Ms. Pendergast, is that if the community
response reveals substantial concerns, the
institutional review board should ask for a
redesign of the study, and that if that is

impossible, the research may not be ap
priate for that community.

Members of the review board were
stumped by the question of defining
target community. The regulations enc
age scientists 10 focus their consultar
and-disclosure efforis only on the con
nity most likely to be affected by th
search. But Steven Peckman, asso.
director of human-subject research ar
University of California at Los Ang:
pointed out that “'there are 70 different
guage groups in the L.A. unified school
trict—our community. How do you
sult with al! those groups?”’

TIME AND MONEY

Researchers also complained abou
time and money it takes to fulfill th
quir Baxter Healthcare Coryp
tion, an international pharmaceutical «
pany, spent nearly $7,000 to help rese:
ers at Louisville get the word out abou
blood-substitute study. The sponsor:
supposed to bear the costs, but researc
at the meeting expressed worry about
would pick up the tab for studies
aren't sponsored by the governmer
large pharmaceutical companies.

The chaiman of Louisville's re
panel, along with Mary Nan Mallory
principal investigator, spent 40 hours
a four-month period talking with Jocal
resentatives about the study. **That’
time spent on one siudy out of 1,000
the panel regulates, said Dr. Mal
“Having said thai, we are talking =
sacred issues here: informed consent
tonomy. fairmess, patient protectior
we can’t be flippant about the amou
time it takes.”

Government officials at the mectin;
many suggestions but few concrett
swers. “These requirements will e
over time.” said Robert J. Temple,
ciate director for medical policy ir
E.D.A.'s Center for Drug Evaluatior
Research.

Dr. Mallory agreed. ““This is a very
plex rule that we are all still trying t.
derstand. In the beginning, some o
efforts were not as broad. But the
sites that imerpret and apply the ruk
more lessons we learn.”
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New Study May Improve
Trauma Patients Outcome

dult trauma patients

arriving at the
University of Louisville
Trauma Institute/Emergency
Department with severe blood
loss and life-threatening shock
may be enrolled in a new
national study. The study is
testing a blood-derived
product called, Diasprin
Cross-Linked Hemoglobin
(DCLHD) to determine if the
product effectively improves
perfusion, reduces multi-
system organ damage and
ultimately improves mortality
rates in trauma patients. The
product, produced by Baxter
Healthcare Corporation, is
prepared from expired human
banked blood that is
chemically stabilized and
pasteurized and does not
require a cross-match before
administering. “It is a
hemoglobin-based oxygen
carrying solution which
improves perfusion when
infused acutely in severe
hemorrhagic shock models,”

says Mary Nan Mallory, M.D,,

Department of Emergency
Medicine and principal
investigator.

The randomized study,
excludes severe head injuries,
pregnancy, and known
objections to blood products,
and treats half of the patients
with DCLHb and half with a
saline control solution. All
enrollees will receive
conventional treatment

Lab Director, Jill Leonard (lefi) and Mary Nan MaIIory; M.D.
principal investigator, examine DCLHb, a blood-derived
hemoglobin product from Baxter Healthcare Corporation.

including surgery and blood
transfusions. Up to 10 grams
of DCLHD can be
administered very early during
the hemorrhaging patients’
resuscitation phase to enhance
perfusion of vital organs in
hopes of preventing
subsequent multi-organ failure
and possibly decreasing total
transfusion requirements.
“Since most trauma patients
tend to die either within 24
hours or within the first 28
days, the study follows these
patients over the 28-day
window. The study expects to
decrease the trauma patient’s
chance of dying by 20% from
the current average of 40%
based on the 28-day mortality
rate seen in these very injured
trauma patients,” says Dr.
Mallory.

One of the major
challenges of the study was
the waiver of informed
consent for emergency
research. This is the first study
the FDA has approved to
waive the informed consent
due to the severity of the

- patient’s injuries and

difficulty of informing next of
kin within the first 30 minutes
of care. Patients and family
members have the right to
consent to continue or
withdraw from the study after
being informed.

Due to the waiver, the
FDA required publicizing the
study to the community.
This involved meeting with
community leaders,
addressing media and
placing paid advertising in

continued on page 4



ory’s direct involve- ,
ent, she has been asked to
resent information to the ©
A about publicizing the ~
aiver of informed consent
September 29 in -
ethesda, Maryland.

The University of -
uisville Hospital plans to "
oll 30 to 40 patients in the
dy over a two-year period
a.pproxunately two to three

SR L)

omized trials involving -
smore than 700 patients over
four-year period. Of the - -
350 who received the drug,
 few encountered temporary
pside effects, such as,
pharmless yellowing of the
skin (unrelated to liver
damage), temporary
reddening of the urine,
inausea, and back, abdominal,
kand muscle pain.

The national study
lans to include 35 trauma
nters, with the University
f Louisville Hospital

1

uma patients that have the
greatest risk of death.

For more information,

ntact Dr. Mary Nan ,
Mallory, at 1-800-763-4916.
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Managing Pain Effectively

P ain is universal and is the
number one reason why
people seek medical attention.
The person experiencing the
pain is the only authority on
the nature of that pain.

The Pain Committee,
an interdisciplinary committee
of the University of Louisville
Hospital, meets every other
month to discuss pain
management. Its goal is to
fully assess, intervene,
document, and evaluate the
effectiveness of managing
pain for inpatients.

In March, new pumps
were purchased for intraspinal
pain management and patient
controlled analgesia. Policies
were written and approved to
admit patients receiving
intraspinal analgesia into any

Announcements

avid Seligson, M.D,,

Department of Ortho-
paedics, recently published a
paper on the “Difficulty in
Removal of Certain Intramed-
ullary Nails” used in treatment
of displaced diaphyseal
fractures of the femur and
tibia. Dr. Seligson’s case
reports identify a specific
design problem, notably, the
cross sectional design of the
nail which prevents the distal,
unslotted end from being
extracted from the medullary
cavity. The problem he sites,
is preventable with a change
in nail design or the develop-
ment of absorbable implants.

VINAL AR BTALE

mn . —

unit of the hospi — v 4
spital.

Staff were given = (:) T
inservices on the — . —
operation of the LI
pumps, and e —-@— M
competency tests T
were distributed Raiaey . : —_E
as well as — + Fqp—
checklists for the — @ ]

pumps operation.

The patient controlled
analgesia pump, PCA I,
allows the patient to réceive a
controlled dose as well as a
Basal, a continuous dose,
depending on the physician’s
order. The lockout on the
pump is no longer four hours,
but one hour. The pump is
programmed for the patient to
receive controlled pain
medication for one hour.

The Visual Pain Scale

(pictured) has been reassessed
from a 0-5 scale to a 0-10
scale. The 0-10 Visual Pain
Scale with 0 indicating no
pain and 10 meaning worst
pain, was implemented on
September 1 to document a
patient’s pain level.

For more information on the
pain committee, or a copy of
the AHCPR clinical practice
guidelines, please contact
Leslie Sanders, RN, (502)
562-3922.

T N T YT T

Osteosynthese Internatlonal
- .~ Annual Meeting
- of the Gerhard Kuntscher-Kreis
L, . and
Orthopaedic Trauma Association
13th Annual Meeting

Friday, October 17 - Sunday, October 19, 1997 .
Commonwealth Convention Center
b T Louisvnlle,KY e

TS g

OTA is deslgned for traumatologist, general orthopaedic
Fsurgeons, and those interested in musculoskeletal trauma.
' For registration information, call the OTA stnﬁ ofﬁce at
l(su) 698-163L. . io-ge izl
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+ COVER STORY

N ew]:lope for “The Goldéh’Hdur RSP

“UofL Hospztal partzapatmg in study ofblood substztuteforhmonhqgmg !muma pahents

Iy VICTORIA DEMPSEY
Vo Covvaspondan: *

mwynunmdbmuﬂa:y
or effectiveness of Diasprin, soconding w0 Dr.
Mary Nan Mallory, assitant professor of emer-
]myuchcmelnh:Umvuﬁtydl.adwilk
School of Medicine. She is the principal ipvest-
mr«uxauxymwamw
Hemoglobin clinical trial
mw;blhemmﬁdhrydhl)dl.
panicipation begao el‘ﬁdnnyvkhh

about 30 patients, she said.

Mallory described Diasprin as “sn oxygen-
carrying intravenous solution prepared from &
chemically modified, purified and pasteorized
bemoglobin, or red blood cells.”

"Dmprin can be injected into the system

, carrying precious oXyges i suf-
fmuwmwxmsw»ﬂod.wm
requires time for typing, cross-matching and
locating in the blood bank,” Mallory said. “in a
pmtwbokmvdybhﬁundhm
this time factor s critical”

Due to the 'nvny of lhc time cleneat
involved in admi
mmnaywd.iidwknniﬁmh
she is among 20 investigaton of sny research
project in the country to piopeer apother pew

bu—n

lul!uyul’dlh -lpdu..rte
du:n—-chb-ty -nlhc-aulity
shedenthrate. — - .-
‘Nchpeu.etﬁa-:ht-nihy
7ot in the first month for patients who herve sad-
Sared drapnacic blood Joss from 40 pescest 1 30
mmuuummm
aid *

‘hm—tlhﬁ-:—--u
I-u-d"lomvi@m-huu'cw

frontier. They are implementing the recent U.S.
the feders)

MMDﬂu;A&mﬂmmmwmdlmg
humnwb;xuinluwdx

In other words, following very sirict medica) and logal
criteria, Diasprin can be administered 10 4 tran pationt
b an emergEnCy Situation whes that patient is in wo con-
dition to give any kind of informed permission, mor is the
pnznulumlym;auwdvckhumk(!udn—

nywarvu!lyhmam;mg patients during the
first month afier their injuries,” Mallory said. “They often

die of secondary insults, infections’ or crgan failures. Our
hop:dhmu lity rate can be improved with the
3

'Wedwbehmwnuudky or e oocmrEce of 6

hlemnduyunpbadmmhww-ﬂfm

“ret3#CON THECOVER > -

Dr. Mary Nan Mallory works with & patent &t the
y of | oMergency room

veceive oxygen a8 quickly as : afver the Injory”
. She d, “Diasprin is ¢ new, or novel, class of
érug. 1 carries oxygen 0 tissos, oxypensting the heant

products stil in the resaarch phase that are simiar,
€ 90me thal do Bt have this pharmaceutical affect of
ruising blood pressure.” N
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“This is an ominous sign for the medical community
and our nation, which badly needs a physician work
force that is both diverse and reflective of our socicty as
a whole,” said Dr. Jordan J. Cohen, president of the
AAMC, in an Associated Press news story.

Cohen belicves the decrease in applicants is clearly
linked to 2 decision regarding the University of Texas
law school and to California Proposition 209, which
when passed by California voters ended affirmative

action in California state universities.

In 1996, the University of Texas law school came
under firc for using dual-track admission standards for

New drug to be tried
on some fravma patients

Led by Dr. Juan March, researchers
at the East Carolina University School
of Medicine and Pitt County Memorial
Hospital will be performing 2 human
drug trial using an exception to
informed consent for emergency
rescarch. The research will involve the

region.

was “ahead of the curve”

In light of Broad’s statement, what is the ECU
School of Medicine doing? Nothing really differ-
ent from before, Peden said, because the school

“We aren’t changing anything because we feel
like we're in good shape,” he said.“We have been
tracking this like President Broad has and, like
her, we want to make sure what we are doing is

fair and defensible and within the spirit and letter  B.J. Ccuscy, ECU School of Medicine oclmusﬂons represen-

of the law. We have done our own review with uni- fafive, looks through the applications sent to the medical
EEO officer and fecl our  gehao] for the class of 2002, P by tinds Fx

use of 2 new drug administered to trau-
ma patients with severe blood loss.
Approximately 150,000 pcople die
cach year due to trauma, according to
March, an assistant professor of emer-
gency medicine at ECU. Currently, those
with severe blood loss and shock have a
death rate as high as 40 percent.
Diaspirin Cross-linked Hemoglobin
(DCLHD) is 2 new experimental drug,

derived from human blood,

which tagries oxygen. Unlike blood,
DCLHb is Beated and filtered to help pre-
vent disease transmission. It does not
require cross-matching, so it can be given
immediately. Initial studies on this drug
have already been completed on human
voluntcers to determine safety and cffec-
tiveness. Some laboratory tests have
been noted to change with DCLHD use,
including proteins and enzymes that
could indicate damage to organs such as
the pancreas and liver, or to muscles, but
it is believed that the benefits outweigh
these risks.

The Food and Drug Administration
has recently ruled that, under strict
circumstances, unconscious patients
whose lives are in danger (and for
whom no one is available to give con-

* sent) may be given experimental treat-

ment if there is no alternative with a
good chance of success. The purpose
of this trial is to determine if this new
drug can prevent or treat the harmful
effects of blood loss and shock.

For a detailed information booklet
on this study, please call x2154.

+ RNE VS poorie]
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Wednesday, at least, had stirred calls for im- Ploase See DISMISSED Page A3 b

Blood study
involving LVH
gets cut short

- Gorp. roduct RemAssist between . Bmbers are really too smaf o con
February 1957 and February 1998. Cace anyLung, S powsk Saic
The contral group received a place- We di?n‘t ﬁebfm cl;se gﬁ“
: : o or any favo s, for tha
g s-;a;uine tl;l:ﬂon -t; in addition matter.”
The study was one of the coun- Though types of trauma varied,
try's first to test & medical product 205t $ from gunshots, stab
without patient consent if it wasot WOunds and injuries from car acei-
mmediataly available. dents. More patients who received
Nationally, 100 patients with an Piease See BLOOD Pags A9 »
| * ]
Will warning precede .
7 . ’ ;
Dearly beloved ..."? |
ik i Ivania to include a statement :
B It will if Lehngh County Slvania to Include 2 :
lawmaker gets his way. Consider it a warning label. .
Some scoff at the idea. "I‘hT}le messfat:ehs wggld read, in part:  °
- YV ‘ aws o mmonwealth
By MEGAN O'MATZ offirm your right to enter into this |
Call Harrisburg Bureau ﬁama“mge tuaiw at tlt:_:i m&:’ﬁ:{, to i
ve n m. age m ]
HARRISBURG — Beware: Mar-  vjglence and abuse. Neither of you
&aazﬁ t:my be barmful to your is the property of another.” ,
o That's the message stato ReD. \+  riage birens clerks poaniue
Specisl 10 The Morning Call e D s L B e o What's next. they askec. * '
dangers of domestic violence. ';W::n;?mz: Yo&u vglj \:’rﬂl be fat x
. . pext year?” wondered Judy Moser, ’
PN toof of his father's house on sﬁhﬁm&f‘:ﬁ&f&?&g&% administrator of marriage li I

vers thunderstorm damaged

B Trauma research halted expected mortality rate of 40 pec .
enro. ¢ trauma
because death rate was  trial. which was scheduled to in-

higher, than expected.

By PETER NOAH
Of The Morning Call

Thirteen trauma patients at Le-
high Valley Hospita] were involved
in an experimental blood substitute
study that was halted by the prod.
uct’s manufacturer because more
patients died than anticipated, offi-
cials said Wednesday.

At LVH, the first bospital to par-
ticipate in the national study, about

clude_&so. Half received HemAssist.

The survival rates of the 13 pa-
tlents at LVH ranged {rom 50 per-
cent to 60 percent, said Dr. Robert
Laskowskl, chief medical officer.
All received standard care.

Though specific numbers were
not available,-the LVH group that
received the oxygen-carrying blood
product matcbed the expected sus-
vival rate. The control group had a
higher-than-expected survival rate.

*We had the anticipated results
in terms of overall survival, but our

introduce a bill requiring applica-
tions for marriage licenses in Penn-

Please Ses WARNING Page A9 »
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maker said four other

» Continued From Page A1

HemAssist died than those who
did not, said Mary Thomas, a
spokswoman for Deerfield, I

based Baxter Healthcare, “Shzhtly
more than 40 percent™ of those
who received the HemAssist died.
Thomas said. -

There is no evidence, however,
that a correlation exists between
HemAssist apd increased mortali-
ty, she added

Despite Baxter Healthcare's an.
nouncement, HemAssist studies {n
elective surgeries will continue.
Since December 1996, LVH has had
17 patients in the se Lgarate study.
which administers the product
surgeries with potentially large
amounts of b!ood loss, such as hip

bg lacements, aortic re-
pa.u'and-

al pelvic proce-
HemAssist is one of a pumber
of experimental blood substitutes
expected to save ives and ease
blood shartages. The blood roduct
does not have to be match alg.l

type. and because of &

hering process, is virt
European HemAssist trauma

studies, which have been in place

for about five years, will continue,

Thomas said.

In Europe, HemAssist is admin.

istered at trauma sites, not at hos.

pitels, thereby limiting th

amonnt of time patients are in

shock before they receive the prod-

the idea was brought to
x by Kathy MacCon-

or of Kathy's Place, an
2 based in Fogelsville
es information about
.alence issues.

rew we have on
olence, the closer it
nsto ing the viclence
— break-
n, said MacConnell,
rvivor of domestic

ut
can | do?”’

hone,

-5470

9,365 days a year.
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Blood study gets cut short::

3%
Com.mmes evaluating the -®
study’s progress decided to contin,
ue the trial because results were
encouram, Laskowski said.

The discontinued trial for trau-.
ma patients was at Phase ITI, usu- -
ally the last before a drug is con-
sidered for approval by the U.S. -
Food and Drug Admtnistration.

HamAssist’s elective surgery
study is also in Phase [I1..

Hospitals were able to admmis-
ter the product without consent
from trauma patients because the-
FDA and the Omoe of Protection ~
of Patient Rights waived patient '
consent for research of emergency
therapies in November 1996.

LVH spokeswoman Cons:ance
Walker said if trauma patients
were not able to give consent, it
was provided by famlly or from
the patient once his or er condx- :
tion improved. Partict .
if consent was later denied.

Thomas said results of the U.S.
trauma study will be made public’
ance the data are fully analyzed. -~

“We still believe that an oxy- -
cencar{ying erapy sut;.:u asn \
mAssist can potentially benefit pa-
tients like those in the tria),” she
sajd. “However, we need to ama--
lyze the data further and deter.
mine what {s the best way to sa.[e«
1y test the product.”

[Rta
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By Rich Heidorn Jr.
INQUIRER STAPP WRITIR

Peco Energy officials promised

oo ‘and the phones would ger an-
Swered mm a planned zogexcgnt
suffing rednction at S local diswf:
butionarm. - - :
--Peco ~officially asnnouliced it
would eliminate 700 of 3.300 jobs in
its distribution compaay. cuts that
will affect everyone from billing
clerks and meter readers to techni-
clans who respond to gas odors.
Seuior vice president Kenneth G.
Lawrence said Peco also would cut
150 temporary “contract” workers
and consolidate its customer-serv-
ice call centers and its dispatching
centers for field workers. The com-
pany also will seek  cut costs

Peco spec

The local dlstnbutlon divis

21 iy

ion, in the “pipes and

wires” part of the utility, will be reduced by 20%.

through improved purchasing and
contracuing procedures.

yesterday that the lights would stay pen in the second half of this year,

iaries that run the generating
plants. buy and sell power in.whole-
sale markets. and sell energy serv-
ices 10 large commercial and indus-
trial customers.

ifies where it will cut(

be able to

rate cap se
Peco's wor
has beep re

. Both salaried and hourly employ-
Although some layoffs will hap- €esin the distribution company will
be trimmed by about 20 percent.

third since
Some un’
.and sales;w

.., te earire process will take 12 to 18 -, Layolfs in the hourly ranks.will be 10,20 pex

. mounths, Lawrence said. . -« -
-“When the sun sels in the west,
"we're still the anes who make sure
everybody bas electricity at all
tmes,” he said ip an interview.

Peco split its company in two last
year in response to Pennsylvania's
electric-competition law and legista-
tion that would extend compedtion
to retail gas customers.

The cuts, confirmed Monday and
detailed yesterday, affect the “pipes
and wires” pordon of the business,
which will remain a regulated mo-

nopoly. .
("g:)e cuts do not affect Peco subsid-

wc-.»Dased.-on seniority.*Mansgers "and
i frofessional workers will not learn

.Jons. essen:
electric and

or up 10 two months whether their ~—mal, Lawer

Jobs are safe, Lawrence said.

Be said m::;t Wwas uncertain how
wany displaced workers would find
y lated sub. - Feally hard
sidiaries and that it would be up 10
Peco’s board of directors whether
an early-retirement plan or en-

s home {n Peco’s

"LawTence
8 six-month
ees in 20 t

ent” to cusu
Lawrence
Peco was ne.

banced severance package would be  the distribu

offered.

Energy of R

Peco spokesman Neil McDermonr  consolidatior
sajd the cuts were necessary be- the dust seml

Cause the company has not raised
elecric rates since 1989, and won't

“There are
I'm aware of,

By Donna Shaw
INQUIRER §TASF WRITER

A study in which some traums pa-
tents were given an experimental
blood substitute without their coa-
sent has been halted becsuse more
of them died than patients who re-
ceived standard care only, the man-
ufacturer annbunded yesietday.

The -ﬂrﬂ;‘@i-;go.spital_m particl-
te {n the'stidy was Lehigh Vall:ir
ospital in Alleptown. Lehigh Val.
ley began to use the }:rodnct. Hem-
Assist, in patients suffering from se-
vere blood loss in February 1997.
_The study marked what research-
ers safd was the first ume, under
new government rujes, that ag up-
approved “nedicine was adminis-
tered ‘1o Sormeone who was mear
death 3nd unable to agree to the
treatment. :
The federal policy, which went
into effect in Novembaer 1956, allows

Blood-substitute study stopped
as trauma deaths are checked

In making i'; anoouncement,
HemAssist marufacturer Baxrer
Healthcare Cor). said researchers
had used the product on about 100
trauma patients out of 8 planned tw-
tal of 850 participants.

All the patents were severely in-
jured — victims of auto accidents,
knife and gunshot wounds, and the
lixe = and bad a high expected
mortality, Baxter said. )

Those who received HemAssist
also were given standard Teatment,
while-the placebo group received
standard Teatment oply.

.“The peoplé who were involved ta
our study were protty sick falks to
start with,” sald Robert Laskowski,
a Lehigh Valley ghysiciun who was
involved in the HemAssist trial

Although the number of Lehigh
gaden'u who participated was small,

we "Wers right on the mark in
terms of expectations,” Laskowski:

tor:. to determine what had hap
peried.

Among the factors being srudied
are the timing of administration of
HemAssist and other treatments.
and the range and severity of pa-
tents’ injuries. Baxter said.

Thomas Schmirz, general man.
ager of Baxter's hemoglobin thers-
peutcs division, said the company
was coufident that HemAssist “will
be of critcal importance for bath
surgeons and emergency-medicine
physicians.”

A European trauma study using
HemAssist is continuing, as are US.
studies using the product in surgery-
patients, Schmitz said. Baxter said it
sull expected 1o bring HemaAssist to
market in late 1999 or early 2000. -

The stock price of Baxter Interna-
tional Inc. fell $1.625 to $85.125 in
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N simple. . © " 77 "7 U< ““practitioners should ‘disclose’
gy o ,'.-‘a. l??m.s apqusn'on critics of alter- these resuls. to patients, third-
. - :Ipative medicine had asked before. ‘party payers should question
T * "4 Bur only one practitioner agreed to  whether they should pay for ghis ||,
7".'-_:_-"\'.: asly it to a test, said James Randi, procedure, and patients should | | »
TGEY A {2 magician who conducted the test. save their money unless or until
RRRAEEN E.Ermjy however, was able to additional honest experimentation || ——--. YY PQSE ...
; }icruit 21 practitioners. ier demonstrates an actual effect” 7 | | 1 erartotn mia i oticen g
4 -11red OI LOUSY SErvICe, |im 7l
; SowasI, sol got together with my friends and neighbors, ™ ¥l A
..} and compiled a phone list of our favorite service providers. -, §| {5 SR
1] We call it Angie’s List. Now when we need a plumber, auto . o
'tf mechanic, painter or any other service provider,we -
.*§ call to see who our neighbors recommend.
1§ We would like to share our list with you.
N I * 9 ]
o,
! § Nelghbors United in Rating Local Businesses
™ 334-LIST . - .
(5478) . @ -
3 See us at the Southern Ideal Home Show .,
2 April 3-5, 1998 Booth #1424 ‘
R : Blood Rgphmmthijm ".. T,
St : " ends at Carolinas Medicl Center

QMMyntlehmMﬂdCuwmwﬂm!ammmtbrsahdy‘

1 ojured patients with severe Joss of blood has ended. S g
The study, being conducted at 17 leading trauma centers across the nation, ws )

) Bimgﬂamlﬁ\am,k\c,dmbpasof patented blood substitute product mb’
&\esmdyA@rdmgbofﬁdabatBamHmh‘un,thSafmy onjtoring somenjtiee

. waﬁégowhmdneﬁmdeddedhesﬂdy%bemdym&dynsbw

| the product had a beneficial effect an increasing patient survival .

This shudy was the first in the nation 15 use a new US. Food and Administration-

(FDA)regxﬂaboniﬂowingurmpadmtshdmguofd‘ {and for whorn no one

. Wawmkbyvemf)bmemwmmmmdmwummm

o o tamvdm:gmdMofmmmAmq‘mspubkmﬁﬁadmofd\esmdy;
e T While this particular project did not rove the product to be effective, researchers at Carolins

‘ ) ‘ Medical Center believe the rsmme was worthwhile .

To mumunicate with us on this ubject orto receive further information from the

please write us at the following 9“'b’eo.at.th:lm-szz ' m

. - { Blood Substitute Study </o Cannon Research Center

* " | Carolinas Medica) Center :

* { PO. Box 22861

Charlotte, NC 28232-2861
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h%u- Hmlthmre Com cnded -credit ‘unions to accept outside
the trauma patient study Tuesday mMmembers as long as they come
after B review of the first 100 7O COMpanies or groups with
participants showed people given . fewa'than.'ﬂxnpeople.&edh
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esearchexs have long recognized
black women's higher death rate
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Blood-substitute study stopped

e )

Associated Press

HOUSTON — A pharmaceutical
company halred its study of a blood
substitute in U.S. emergency room
patients after discovering they were
dying at a higher rate than expected.

Baxter Healthcare Corp. of Deer -

field, "I, ended the study Tuesday
after a review of the ﬁxst 100 partia-
pcnt.s showed peop iven the artifi-
lood product, HemAssist, died

at [ greater fale thap those who did
fiot recelve it, sdid Mzry“l'holnu.
Baxger spokeswo i

Tests will contmue with mJg
3 cife patients in Eumpe and \vxth

el

tve gurgery patients in the Unit-

ed Statu because théyhave shown
no evidence of a higher death rate,
Baxfer, had auticipated. that 40
percent of the' Severely:injured pa-
%:ntr:éwen Eemhssmy ist ‘wouli;gxe
omas* would only say yesterday
that “about half” of the 100" were
given the substitute and “sli htly
- more than 40 percent” of those
That'mearns that if 50 patients got
Heméss:st.atlnstzomed. o
-The company stressed that those

tested were among the most gravely’

ill trauma patients, and that only
percent of the nation’s emergen

_,.seaof(,patlent death rate

the study under federal guideilnes.
The race to find a blood substitute
has been intense becau'se artificial
blood could ease shomies, elini-
nate the need to match dlood types
and end the risk of contamination.
Houston s Ben Taub Hogspital was
Xo Join in the trials this week.” .
‘This was really unforeseen,” said

. Dr. Matthew. Wall of Ben Taub's

-Yrauma center. “This may simply be
~a'statistical problem in a very select
- group of patieats who already start

thh a high-mortality, and the maor-
t[s; may be yarelared to the
study-was discontinued’ in

,Phase 0l testing, usually -the last.

stage before a drug is considered for

A%rp;ovu by tbe us. Food and Dng
injstration.”

.Nosi {ﬁémt roblems Bad been

re orted in Phasé Land [ trials. .. -

gens annot e hm the differ-

een the U,S. sud European

mpmn patient studies, but speculate

- that the way-ema ureis
. le‘y rsew PN'

*‘In Europe, aans \ctual\y
ride with the ambulances, and Hem-
Assist is admimstered more ljunc&c-
?n ‘Thomas said. “In the United
tes, patients are freated ax‘ter they

arrive a1 the hospital.. They: Have .

room. patients oould be eligid fg ‘rbaen m shock longer.
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A much-publicized U.S. Phase III trial of BAXTER INTERNA-
TIONAL’S hemoglobin-based oxygen carrier product, “HemAssist,”
has been ended with only about 100 of a planned 850 patients
enrolled, after an interim data review found that patients in the
“HemAssist” group had a higher mortality rate than those in the
control group. Up to 1,000 mL of “HemAssist,” a non-cellular tetrameric
hemoglobin produced from screened donor red cells, or a saline control solution was
administered at about nine U.S. centers to gravely injured trauma patients with
persistent, severe hypoperfusion despite aggressive pre-hospital infusions of
crystalloids and other therapy. The protocol stipulated, however, that all individuals
enrolled in the study would receive *“standard emergency care, including
transfusions of blood, resuscitative fluids, and surgical intervention as required.”

Baxter ended the study when it was advised by an independent data monitoring
committee that there was less than a 5% chance that the excess deaths in the
“HemAssist” group was due to chance alone. Investigators are studying the data to
try to understand why this difference in mortality occurred. One possibility
suggested by some trauma experts is that too many patients who had sustained lethal
injuries might have been randomized to the “HemAssist” group; this explanation
echoes concerns that the heterogeneous injuries of patients with severe hemorrhagic
trauma could confound eamnest attempts to scientifically assess alternative
resuscitative strategies in this clinical setting.

Meanwhile, a European trauma trial, in which BAXTER’S “HemAssist”
is infused at the trauma site, “is continuing on track,” according to a
Baxter official. A U.S. Phase III surgery trial is also still in progress. “We are
confident that ‘HemAssist’ will be of critical importance for both surgeons and
emergency-medicine physicians,” he said. The company continues to expect to
bring “HemAssist” to market in late 1999 or early 2000.

Separately, investigators at BAXTER’S Blood Substitutes Division have shown
that its “HemAssist” diaspirin-crosslinked hemoglobin (DCLHb) does
not appear to inhibit the true response or crossreact in the analysis of
blood group, antibody screening or crossmatching. Serum and/or red cell
suspensions in which DCLHb was admixed were analyzed for their ABO and Rh
blood groups, the presence of unexpected antibodies and compatibility in crossmatch
testing. Additionally, it was found that the red color of DCLHD did not obscure the
visual reading for agglutination testing at concentrations up to 2.22 g/dL; this
corresponds to infusion of up to 1.5 liters of DCLHb into a 70 kg patient.

New findings by UK researchers strengthen the theory that fetal alloimmune
anemia is caused by direct inhibition of erythroid progenitor cells by
anti-Kell antibodies. They found that human monoclonal anti-Kell antibodies
and maternal serum containing anti-Kell antibodies significantly inhibited the growth.
of Kell-positive erythroid progenitor cells from cord blood, but had no effect on the
growth of Kell-negative progenitor cells. Anti-D antibodies did not inhibit hemato-
poietic progenitor cell growth in either Kell-positive or Kell-negative cord blood.
Their report appears in the March 19 issue of New England Journal of Medicine.
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=Baxter Reports High Mortality In HemAssist Trigl
18:52:28, 09 April 1998

Dow Jones News Service via Dow Jones
By Thomas M. Burton

CHICAGO (Dow Jones)--Twenty-four of 52 patients treated with Baxter’s blood substitute in a
trauma-treatment trial died, Baxter officials told Dow Jones. This compared with eight of 46 patients
who died after receiving conventional trauma therapy in the same clinical trial.

Earlier this month, the Deerfield, IIl., company suspended the U.S. trauma clinical trial of HemAssist,
Baxter's blood substitute product, because of the unexpectedly high mortality rate. However, Baxter
has noted that it observed no such mortality rate in a surgical trial in the U.S., or in another trial of
trauma patients being conducted in Europe.

Baxter officials said the death rate of 46.2% in the HemAssist group slightly exceeded the 42.6%
predicted rate of death. The patients were all victims of serious accidents such as car crashes,
gunshots and knife wounds, so a substantial rate of death was anticipated in any event.

By contrast, the Baxter officials said, the death rate of 17.4% in the "control" group - those treated
with conventional therapy - was lower than the predicted death rate of 35.5%. The company said it
had no immediate explanation for this disparity.

Baxter said it and its clinical researchers were still attempting to explain the cause of the high
mortality in the HemAssist group. The product is known to cause “vasoconstriction,” a tightening of
blood-vessel walls that leads to higher blood pressure, and some in medicine have speculated that this
could be related to the higher montality.

The company has said, however, that the deaths do not appear to be related to this phenomenon. And
some doctors even consider this tendency in HemAssist to be an advantage. Some doctors who
participated in the trial have suggested that the results may simply illustrate how difficult it is to
conduct a clinical trial involving severely injured patients - because the injuries are all so different
from each other.

For instance, some of these doctors speculated that perhaps more patients with severe head injuries
were assigned to the HemAssist group instead of the control group and that statistical accident may
have led to more deaths in the HemAssist group. The company said it still is investigating the cause of
the relatively higher mortality and that it will publish results on this at some point in the future.

Baxter said, though, that it still plans to market HemAssist if and when it receives regulatory approval

for marketing in the U.S. or Europe. Baxter already has constructed a $110-million production plant
in Neuchatel, Switzerland, that is dedicated to making HemAssist.

{of2 : 4558 $:51 PM
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“THE NATION

Blood substitute not
as good as predicted -

HOUSTON — A pharma-

ceutical company said Friday |

8 thatnearlyhalfofemergency .

room patients given an ex- -
. perimental blood substitute
- died in a nationwide clinical trial
- —slightly more than the pro-
j mortality rate. Of the 52 .
- critically ill patients given the -
‘substitute known as HemAss1st,
- .24 died, a 46.2 percent mortahty
* rate, Baxter Healthcare Corp. -
‘said in a statement. The North
-suburban Deerfield company
had 1projected 42.6 pement
mortality for the critically il
patients in emergency rooms.




,,./
\'

v
ey
wy

s

Ll



)

\

Blundering blood substitute experi...hia Business Journal -- 1998-04-06 http://www.amcity.com/philadelphia/stories/current/editorial] .html
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April 6, 1998
P

Blundering blood substitute experiments -

What in heck is wrong with the people at Baxter Healthcare 'Corp.?

In one of the scariest headlines we've seen, it was reported this week that
medical researchers have been using an experimental Baxter-produced blood
substitute on trauma patients without their consent.

Oh, to be a plaintiff's lawyer.

Baxter didn't halt the research because it was suddenly struck by the patently
unethical behavior in which it was engaged.

Instead, the blood-substitute study was halted because more patients who
received it were dying than patients who received regular care.

Oh, to have been in the placebo group.

Baxter isn't alone in its callousness and arrogance:

The government is just as culpable.

It was the government that allowed this sort of fiddling in approving new rules
that took effect in 1996 and allowed unapproved drugs to be administered to
someone who is near death and unable to agree to the treatment.

Don't doctors have enough power over us?

It was the doctors at Lehigh Valley Hospital in Allentown that were the first in
the nation to use the product, known as HemAssist.

There's a certain level of pioneering spirit that's needed to usher in new
medicines. But there's also a measure of caution that apparently was
disregarded in this case.

To be sure, HemAssist may someday save lives. But somebody at Baxter made
a big blunder by allowing its use without fully understanding its efficacy or
lack thereof.

Confronted with the facts today, the doctors at Lehigh don't do much to raise
our confidence, either.

"The people who were involved in our study were pretty sick folks to start
with," Robert Laskowski, a Lehigh Valley doctor who was involved in the trial,
told a reporter.

1of2 04/08/98 15:54:44
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Somebody get this guy some oxygen, stat!
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Blood-substituite study is stopped

More patlents who received the product died
than of those who recelved standard care only

By Dunna Shaw
TNQUIRER 8TAFF WRITER

A study in which some trauma pa-
tients were given an experimental

‘blood substitute withour their con-

sent has been halted because more
of them died than patients who re-
ceived standard care only, the man-
ufacturer announced yesterday.

The first US. hospital to partici-
ﬁ te in the study was Lehigh Valley

ospital in Allentown. Lehigh Val-
ley began to use the product, Hem-
Assist, In patients suffering {ror se-
vere blood loss in February 1997.

The study marked what research
ers said was the first time, under

new government rules, that an un-
approved medicine was adminis-
tered to someone who was near
dedth and unable 10 agree 1 the
treatment,
_ The feders) policy, which went
into effect in November 1996, allows
emergency rooms 1o use “promising
experimental drugs and medical de-

‘vices” on patients in life-threaten.

ing situations.
In making its announcement,
HemAssist manufacturer Baxter

Healthcare Corp. sald researchers
had used the product on about 100
Traufna patients out of a planned to-
18} of 850 participants.

All the patients were severely in-
jured — victims of euto accidents,

. knife and gunshot wounds, and the

like — end had a high expected
mortality, Baxter said.

Those who recejived HemAssist
also were given standard trestment,
while the placebo group received
standard treatment only.

“The people who were involved in

our study were pretty sick folks to
start with," said Robert Laskowski,
a Lehigh Valley physician who was
involved in the HemaAssist trial.

See TRAUMA on C2
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Comp;ny halts
its study of
blood product

TRAUMA from'C1

Although the number of Lehigh
panents who participated was small,

“we were right on the mark in
terms of expectations,” Laskowski
said. “...The only surprise 1o us was
that Baxter stopped the trial.”

The Deerfield, I11., company said it
was working wnh chmcal {nvestiga-
tors 10 determine what had hap-
pened.

Among the factors being studied
are the gming of administration of
HemAssist and other treatments,
and the range and severiry of pa-
tients’ injuries, Baxter said.

Thomas Schmitz, general man-
ager of Baxter's hemoglobin thera

- peutics division, said the co mpany

was confident that HemAssist “will
be of critical importance for both
surgeons and emergency-mediciné
physicians.”

A European trauma study using
HemAssist is continving, as are US,
studies using the product in surgery
patients, Schmitz said. Baxter said it
still expected to bring HemAssist to
market in late 1599 or early 2000.

The stock price of Baxter [nterna-
tional Inc. fel] $1.625 10 $55.125 in
trading of 1.65 million shares, more
than wiee the recent averfze.
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Bax:ter‘

- By T'uoms MeBuURTON
“Staff Reporter of TugW PYARTT JOURNAL
Paxter Tntareatl . prematurely
‘ended an advanced U.8.:glinical tria! of its

dbivod subatitule Tor sevairely injured pa:
itients after the company found & higher
wdeath rate agiong thosergiven the product
“than those ing stapdardgtherapy.
The dey t was &
‘to Baxter, svhich4s furthe!

The Deerfleld, Iit., co
1fmished building a $110
Neuchate), Switzerland, to manufacture
1the blood substitute. j

4 While serlous, e abrupt cancellng of
the study doesn't necessacily spell an end
ito Baxter's product, cafled HemAssist.
»That. {s becayse Baxter already has two
nother clinjcal studies under way for

HemAssist and said It hasn't encountered
any safely problems in either.

The company has enrolled 100 or more
patients in each of those studles, one
deallag with trauma patenis in Rurope,
the other with surgical patients In the
U.S. Tom Bchmits, general manager of
Rexter's hemoglobin-therapeutica divi-
ston, seld no safety concerns have
emerged in either of those studles and that
the company intends to proceed with devel-
oplog HemAsslst,

Sesking Answers

The results {n the U.8. treuma study
teft doclors st Baxter and In hospjial
trauma sections wondering about an ex-
planation. Baxter didn't dlaclose the num-
ber of excess deaths in the HemAssist
group, but said about 50 patients received
HemaAssist and 50 othera recelved stan-

ndsa U.S. Bldod-Substitute Trial

dard treatment for traumatic Injurles
like*gunshots, knife wounds and car acci-
denls. The company ended the study afier
an independent safely commitiee advised
it of the increased dealhs in the HemAssist
group, and said (here was less than a 5%
likelthood that this was due to chance
alone.

Baxter's product comes from outdated,
donaled human blood. Hemoglobin, the
oxygen-carrying cornporent of biond, is
chemically altered {o produce HemAssist.
The idea of such blood substitules is
that they can act like human blood, but not
cacry the risk of infection and the need {or
time-consuming \yping and cross-malch-

Ing normally associated with donated. ;

blood. R

(n New York Stock Bxchange comyigite  ' =
‘trading yesterdny, Baxter xht}[e; closedat ;' -

,down 3.6, .. .
Mﬂn for some time that
HewAruist. a e artificlal blood prod-

ucls made by several competitors have an
unwgnled side effect calied “‘vasoconstric:
tlon” ~ a narrowing of blood vessels that
increx}ses bleod pressure. However, Mr.
Schmitz said this tendency doesn’l appear
related to the deaths in the trauma study.
Some doctors actually consider the eflect
an advantage, since the severely injured
patients in the study had suflered blogd
loss and their blood pressire had falien.
Mr. Schmitz said Baxter Is sludying the

- medical records of patients (o seek an

explanalion for the increased mortality,
Problems tn Creating Trials

David Gens, a surgeon al the Uniyer-
sity of Maryland’s Shock-Trauma Center
in Baltimore und a paclicipant in the re-
search, said the study’s cancellation may
simply illusirate how hard il Is to construcl
il_ clinical trial with severely injured pa-
ien(s.

“The ‘problem is, we would ilke the
patients-to be homogeneous, but trauma
patients aren’t,”” he sald. “l perdonally
believe HemAssist acts as a strong drug,
and that it works.” Me speculated it is
possible, for example, that too many pa-
tients with especially severe head injuries
from car accidents or other blunt trauma
might have been Inadveriently assigned
to HemAsslst therapy, as opposed to belng
put into the controt group. )

. John Basrelt, director of the trauma
service at Cook County Hospital in Chi-
cago, said he was extremely surprised by
the unexpectedly high death rate, “'Baxter
already did the safety trials, and the satety
trials weat fine,” he sald. -

Raxter.and several other major players
continve to pursue work toward producing.

blood substitules, belleving .thére may
uftimately be & muitibliion-dotiar market
for the products both Jor trauma and surgl-
cal patients. Baxter gaid It still believes it
is on track for possibls marketing approval
for HemAssist In 1atgRe6d or 2000, either tn
Burope or the U.8,

-
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Press Release

Tuesday March 31, 7:22 am Eastern Time

Company Press Release

SOURCE: Baxter Healthcare Corporation

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

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

DEERFIELD, Iil., March 31 /PRNewswire/ -- Baxter Healthcare Corporation announced today that it has ended its U.S. Phase I1I trauma trial
investigating the efficacy of its oxygen-carrying solution, HemAssist(R)DCLHD), for the treatment of severe traumatic hemorraghic shock.
Baxter decided to stop the trial, which had enrolled approximately 100 of its expected 850 participants, following an interim data review by the
trial's independent data monitoring committee. The committee found that patients in the treatment group had an increased mortality compared to
those in the control group.

Baxter and its clinical investigators are studying the 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 HemAssist(R)(DCLHb) 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)(DCLHDb) at the trauma site, is continuing on track. Our U.S.
Phase III surgery trial moves forward as well."

Baxter continues to expect to bring HemAssist(R)(DCLHb) to market in late 1999 or early 2000.

5/27/98 2:44 PM
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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)(DCLHD) 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)}(DCLHD) 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 blood, resuscitative fluids, and surgical intervention as required.

This U.S. trauma study was conducted under regulations issued by the U.S. Department of Health and Human Services (HHS) and the U.S. Food
and Drug 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 checks 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 communities to inform them about the potential risks and benefits
of the HemAssist(R)(DCLHD) 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(RDCLHb) 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 - news). 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 worldwide.

This news release contains forward-looking statements that involve risks and uncertainties, including technological advances in the medical
field, product approval, demand and market acceptance.

SOURCE: Baxter Healthcare Corporation

Back to Main Page

5127198 2:44 PM
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Clinical Update

As part of Baxter’s continuing commitment to provide information about its U.S. Phase Il trauma trial, which was conducted under the HHS
and FDA'’s exception to informed consent regulation, the following is a clinical update.

As previously announced, Baxter has ended its U.S. Phase III trauma trial investigating the efficacy of its oxygen-carrying solution, HemAssist
(DCLHD), for the treatment of severe traumnatic hemorrhagic shock. Baxter decided to stop the trial, which had enrolled approximately 100 of its
expected 850 participants, following an interim data review by the trial’s independent data monitoring committee. The committee found that
patients in the treatment group had significantly increased mortality compared to those in the control group.

Analysis of interim patient data by the independent data monitoring committee, using a published model of predicting outcomes in trauma
patients (TRISS) that combine physiologic and anatomic indicators of injury severity and age, indicate the predicted mortality in the treatment
group was 42.6 percent with an observed mortality of 46.2 percent (24 of 52 patients). The predicted mortality in the control group was 35.5
percent with an observed mortality of 17.4 percent (8 of 46 patients). In addition, other indicators of injury severity were considered and
although some differences were noted between the two groups, none were significant enough to indicate why the treatment group had a higher
mortality rate than the control group. Further analysis of these data is ongoing.

As previously indicated, two additional advanced studies testing the efficacy of HemAssist are ongoing.
Baxter is releasing this clinical information prior to its final analysis to fulfill its responsibilities according to regulations pertaining to exception

to informed consent. Additionally, Baxter intends to provide the complete clinical results in scientific forums and to distribute of the results in
the communities in which the trial took place. The results also will be published on the U.S. trauma trial website at http://dclhb.er.uic.edu/.

Back to Main Page

5/27/98 2:44 PM
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Chicago Sun-Times Chicago, IL 491,143
Plain Dealer Cleveland, OH 400,593
Detroit News Detroit, M 370,000
St. Louis Post-Dispatch St Louis, MO 338,793
Atlanta Constitution Atlanta, GA 330,885
Sun Baltimore, MD 320,986
Milwaukee Journal Sentinel Milwaukee, W1 320,000
Rocky Mountain News Denver, CO 293,449
Orlando Sentinel Orlando, FL 281,104
Times-Picayune New Orleans, LA 265,820
Fort Worth Star-Telegram Fort Worth, TX 263,470
Courier-Journal Louiseville, KY 244,000
pinsburgh Post-Gazette Pittsburph, PA 241,798
San Antonio Express News San Antonio, TX 235,002
St. Paul Pioneer Press St. Paul, MN 212,648
Richmond Times-Dispatch Richmond, VA 211,598
| Virginian-Pilot Norfolk, VA 201,236
Atlanta Journal Auanta, GA 189,332
Providence Journal-Bulletin Providence, RI 188,217
Record Hackensack, NJ 172,000
Birmingham News Birmingham, AL 169,625
Dayton Daily News Dayton, OR 162,105
Asbury Park Press Neptuae, NJ 160,324
News Journal Wilmington, DE 127 678
News Tribune Tacoma, WA 126,000
Press Telegram Long Beach, CA 124,260
| Telegram & Gazette Worcester, MA 113,000
Times Union Albany, NY 106,000
Gazette Colorado Springs, CO | 105,955
Daily Press Newport News, VA 101,185
Advocate Baton Rouge, LA 99,960
Press Democrat Santa Rosa, CA 94,365
Vidette Times Valparaiso, IN 92,000
Courier Post Cherry Hill, N 90,393
Post-Standard Syracuse, NY 87,900
Tribune (East Valley) Mesa, AZ 87,550
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Plorida Today Melbourne, FL 84,365
Inland Valley Daily Bulletin Ontario, CA 83,685
Modesto Bee Modesto, CA 83,208
Tribune-Review Greensburg, PA 81,695
(Pittsburgh Edition)

Daily Breeze Torrance, CA 80,800
Times Shreveport, LA 79,903
Press Atlantic City, NJ 79,377
Ledger Lakeland, FL - 79,050
Journal Star__ Peoria, IL 75,500
Corpus Christi Calier-Times Corpus Christi, TX 71,896
Bucks County Courer Levittown, PA 70,369
Gazette Cedar Rapids, JA 68,727
Beaumont Entarprise Beaumont, TX 66,191
Topeka Capital-Journal Topeka, KS 65,380
Journal Gazette Fort Wayne, IN 62,000
Repository Canton, OH 62,000
Fairfax Journal Fairfax, VA 60,000
Ann Arbor News Ann Arbor, MI 58,172
Talizhassee Democrat Tallahassee, FL 57,151
Wilminglon Morning Star Wilmington, NC 57,000
(Local - Region - State Edition)

Daily Times Primos, PA 56,000
Herald-Sun Durbam, NC 55,000
Quad-City Times Davenport, 1A 54,868
Gainesville Sun Gainesville, FL 54041
Observer-Dispatch Utica, NY 50,761
Crain’s Chicago Business Chicago, IL 50,000
Waterloo Courier Waterloo, IA 50,000
Sioux City Journal Sioux City, IA 50,000
Times Leader Wilkes-Barre, PA 47,920
El Paso Times El Paso, TX 47,000
News-Gazette Champaign, IL 46,000
Morming Journal Lorain, OH 46,000
Signal Santa Clarita, CA 46,000
Intelligencer - Record Doylestown, PA 45,976
(Central Bucks Edition)

Free Lance-Star Fredericksburp, VA 45,014
Tyler Moming Telegraph Tyler, TX 44,019
Tyler Moming Telegraph Tyler, TX 44019
Lima News Lima, OH 42 000
Jackson Sun Jackson, TN 41,500
Burlingion County Times Willingboro, NJ 41,000
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Sun Joumnal Lewiston, ME 40,276
Tuscaloosa News . Tuscaloosa, AL 40,000
San Juan Star San Juan, PR 40,000
Alexandria Daily Town Talk Alexandria, LA 39,000
Times Record News Wichita Falls, TX 38,800
Crand Forks Herald Grand Forks, ND 38,797
Star Press Muncie, IN 38,755
Monitor Mc Allen, TX 38,000
News Herald Panama City, FL 37,531
Lake Charles American Press Lake Charles, LA 37,252
Joplin Globe Joplin, MO 36,245
Springfield News-Sun Springfield, OH 35,000
Daily Local News West Chester, PA 35,000
Daily Camera Boulder, CO 35,000
Times-News Hendersonville, NC 34,544
.} Moming News Florence, SC 34,000
Longview News-Journal Longview, TX 34,000
| Telegraph Herald Dubugue, 1A 33,900
Moring News of Northwest Springdale, AR 33,625
Arkansas
Williamsport Sun-Gazette Williamsport, PA 33,343
Chronicle-Telegram Elyria, OH 33,000
Northwest Herald Crystal Lake, IL 32,959
Star-Gazette Elmira, NY 32,794
Missoulian Missoula, MT 32,711
Norwich Bulletin Norwich, CT 32,077
Tribune Scranton, PA 30,213
Valley Morning Star Harlingen, TX 30,157
Daily Texan Austin, TX 30,000
1 (University of Texas)
Times Herald Norristown, PA 30,000
Elkhart Truth Elkharth, IN 30,000
Galveston Daily News Galveston, TX 29,854
Herald-Star Steubenville, OH 29,218
Evangville Press Evansville, IN 28,073
Kokomo Tribune Kokomo, IN 28,000
Marietta Daily Journal Marictta, GA 28,000
Bryan-College Station Eagle Bryan, TX 28,000
Odessa American Odessa, TX 27,840
Hattiesburg American Hauiesburp, MS 26,706
Midland Reporter-Telegram Midland, TX 126,500
Fort Pierce Tribune Fort Pierce, FL 25,862
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Minot Daily News Minot, ND 25,655
Oshkosh Northwestern QOshkosh, W1 25,174
Danville Register & Bee Danville, VA 25,000
Intelligencer Wheeling, WV 25,000
Temple Daily Telegram Temple, TX 24,129
Post-Journal Jamestown, NY 24,054
Port Arthur News Port Arthur, TX 23,200
Santa Maria Times Santa Maria, CA 22,500
Las Cruces Sun-News Las Cruces, NM 22,055
Pine Bluff Commercial Pine Bluff, AR 22,000
Rutland Daily Herald Rutland, VT 21,921
Dominion Post Morgantown, WV 21,500
Globe-Gazette Mason City, IA 21412
Daily Times Call Longmont, CO 20,264
Holland Sentinel Holland, MI 20,000
Muskogee Daily Phoenix Muskogee, OK 19,600
& Times Democrat
Journal Gazette Matioon, IL 19,500
Daily Collegian University Park, PA 19,300
(Pennsylvania State University)
Shelby Star Shelby, NC 19,000
Daily Reveille Baton Rouge, LA 19,000
(Louisiana State)
Lawrence Journal-World Lawrence, KS 18,683
Daily Reflector Greenville, NC 18,660
Hawk Eye Burlington, 1A 18,500
Dxily Courier Grants Pass, OR 18,201
Facts Clute, TX 18,100
Jefferson City Post-Tribune Jefferson City, MO 18,026
Reporter-Herald Loveland, CO 17,700
Crescent-News Defiance, OH 17,500
Sun Journal New Bemn, NC 17,000
Daily News St. Thomas, VI 17,000
News-Enterprise Elizabethtown, KY 16,500
Coeur d' Alene Press Coeur d'Alenc, ID 16,500
Recorder - Greenficld, MA 16,000
Star Herald Scottsbluff, NE 15,700
Middletown Press Middletown, CT 15,323
Sentinel Lewistown, PA 15,000
Times-Mail Bedford, IN 14,878
Lufkin Daily News Lufkin, TX 14,500
Sentinel-Tribune Bowling Green, OH 14,500
Vicksburg Post Vicksburg, MS 14,200
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Athens Daily News Athens, GA 14,000
Courier . Conroe, TX 13,777
Union Democrat Sonora, CA 13,550
Californian (Temecula Edition) Temecula, CA 12,600
Standard-Observer Irwin, PA 12,500
Ashland Times-Gazette | Ashland, OH 12,222
Today's Sunbeam Salem, NJ 12,000
Daily Republic Mitchell, SD 12,000
Gleaner Henderson, KY 11,658
Daily Mississippian University, MS 11,500
(University of Mississippi)

{ Momning Sun Mt. Pleasant, Ml 11,300
St. Croix Avis St. Croix, VI 10,500
Journal Review Crawfordsville, IN 10,246
Edmond Evening Sun Edmond, OK 10,100
Garden Island Lihue, HI 10,000
Standard Democrat Sikeston, MO 9,900
Ledger Independent Maysville, KY 9.600
Durango Herald Durango, CO 9,500
Arlington ] ournal Arlington, VA 9.000
Dodge City Daily Globe Dodge City, KS 9,000
Daily Independent Ridgecrest, CA 9,000
Olathe Daily News Olathe, KS 8,776
Messenger Union City, IN 8,700
Weirton Daily Times Weirton, WV 8,200
Newton Daily News Newton, 1A 8,000
Pasadena Citizen Pasadena, TX 8,000
Alcxandria Journal Alexandria, VA 8,000
Lompoc Record Lompoc, CA 8,000
Delaware Gazette Delaware, OH 7,986
Breeze-Courier Taylorville, IL 7,565
Natchitoches Times Natchitoches, LA 7,500
Times-Courier Charleston, IL 7.360
Times-Bulletin Van Wert, OH 7,058
McDowell News Marion, NC 7,023
Antigo Daily Journal Antigo, WI 7,000
Princeton Daily Clarion Princeton, IN 6,700
Starkville Daily News Starkville, MS 6,596
Laramie Daily Boomerang Laramie, WY 6,500
Pioneer Big Rapids, MI 6,110
Record-Herald Wash. Court House, OH | 6,000
Miami Herald (International Edition) | Miami, FL. 5,994

Bluffton News-Banner

Bluffton, IN

5,600
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Chesterton Tribunc Chesterton, IN 5,400
The Dalles Chronicle The Dalles, OR 5,284
Stephenville Empire-Tribunc Stephenville, TX 15,200
Anadarko, Daily News Anadarko, OK 5,100
Daily Journal Devils Lake, ND 4,700
Hope Star Hope. AR 4,685
Black Hills Piopeer Spearfish, SD 4,550
Daily Republican-Register Mt. Carmel, TL 4,300
Daily Statesman Dexter, MO 4200
Cape Coral Daily Breeze Cape Coral, FL 3,500
Rensselaer Republican Rensselaer, IN 3,463
Daily Capital News Jefferson City, MO 3,452
Madison Daily Leader Madison, SD 3,400
Metropolitan News-Enterprise Los Anpeles, CA 2,500
The Wall Street Journal (5 editions)
The Wall Street Journal Eastern Edition 755,153
The Wall Street Journal Midwest Edition 489,998
The Wall Street Journal Westarn Edition 386,367
The Wall Strect Journal Southwestern Edition 171,689
The Wall Street Journal Europcan Edition 35,379
AP report (Towa City bureau) (12
Sunday World Herald Omaha, NE 294,669
Gazelle Cedar Rapids, IA 68,727
Messenger Fort Dodge, IA 21,800
Daily Nonparil Council Bluffs, IA 21,000
Hawk Eye Burlington, 1A 18,500
Daily Nonpareil Council Bluffs, 1A 18,500
Iowa City Press-Citizen Towa City, JA 16,186
Times-Republican Marshalltown, 1A 11,847
Muscatine Journal Muscatine, [A 8,700
Fort Madison Daily Democrat Fort Madison, TA 6,800
Atlantic News Telegram Atlantic, JA 6.400
Creston News Advertiser Creston, IA 5,602
Daily Herald (22)
Daily Herald Arlington Heights, IL 12,512
(Arlington Heights)
Daily Herald Arlington Heights, IL 11,953
(Hoffman Estates/ Schaumburg)
Daily Herald Arlingion Heights, 1L 8,635

| (Eigin South Elgin)
Daily Herald ) Arlington Heights, IL 8,188
(Mount Prospect/ Prospect Hts.)

10
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Daily Herald Arlington Heights, TL 7,446
alatine/ Inverness)
Daily Herald ,
(Lombard/ Oak Brook/ Villa Park)
Daily Herald , Arlington Heights, IL 4970
(Wheaton/ Glen Ellyn)
Daily Herald Arlington Heights, IL 491
(Bartlett/ Hanover Park/
Streamwood) )
Daily Herald ‘{ Arlington Heights, TL 4,589
(Lisle/ Naperville)
Daily Herald Arlington Heights, IL 4,403
(Des Plaines/ Elk Grove)
Daily Hecald Arlington Heights, IL | 4,352
__(Al_gonquinl Lake in the Hills)
Daily Herald Arlington Heights, IL 3,930
Carpentersville Edition)
Daily Herald Arlington Heights, 1L 3.657
(Buffalo Grove/ Loog Grove/
Wheeling)
Daily Herald Arlington Heights, TL 3,620
(Rolling Meadows)
Daily Herald Arlington Heights, IL 3310
| (Bloomingdale/ Itasca)
Daily Herald Arlington Heights, IL 3,235
(Warrenville) West Chicago/
Winfield)
Daily Herald Arlington Heights, IL 2,16
ibertyvilie/ Mundelein)
Daily Herald Ardington Heights, IL 2,330
(Carol Stream/ Glendale Heights)
Daily Herald Arlington Heights, IL 2,111
(Barrington)
Daily Herald Aslington Heights, IL 1,860
Zurich/ Wauconda)
Daily Herald Arlington Heights, IL NA
Gurnee/ Grayslake)
Daily Herald Arlington Heights, IL NA
(Cary/ Fox River)
Daily Herald (Sunday Edition) (23) '
Daily Herald Arlington Heights, 1L 12,512
Arlington Heights)

Arlington Heights, IL 5617
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(Gurnee/ Grayslake)

Daily Herald ["Aslington Heights, IL | 11,953

(Hoffman Estates/ Schaumburg)

Daily Herald Arlington Heights, IL 8.635

(Elgin/ South Elgin)

Daily Herald Arlington Heights, IL 8,188

(Mount Prospect/ Prospect Hts.)

Daily Herald Arlington Heights, IL 7,446

(Palatine/ Inverness) ~

Daily Herald Arlington Heights, IL | 5,617

(Lombard/ Oak Brook/ Villa Park)

Daily Herald Arlington Heights, IL 4970

(Wheaton/ Glen Ellyn)

Daily Herald Arlington Heights, IL 4911

(Bartlett/ Hanover Park/ )

Streamwood)

Daily Herald Arlington Heights, 1L 4,589

(Lislie/ Naperville)

Daily Herald Arlington Heights, IL 4,403

(Des Plaines/ Elk Grove)

Daily Herald Arlington Heights, IL 4352

(Algonquin/ Lake in the Hills)

Daily Herald Arlington Heights, IL 3,930

(Carpentersville Edition)

Daily Herald Arlington Heights, IL 3,657

(Buffalo Grove/ Long Grove/

Wheeling)

Daily Herald Arlington Heights, IL 3,620

(Rolling Meadows)

Daily Herald Arlington Heights, 1L 3,310

(Bloomingdale/ Itasca)

Daily Herald Arlington Hcights, TL 3,235

(Warreaville/ West Chicago/

Winficld)

Daily Herald ] Arlington Heights, IL 2,716
| (Libertyville/ Mundelein)

Daily Herald Arlington Heights, IL 2,330

(Carol Strear/ Glendale Heights)

Daily Herald Arlington Heights, IL 2,111

(Barrington)

Daily Herald Ardington Heights, IL 1,860

(Lake Zurich/ Waucoada)

Daily Herald Arlington Heights, IL N/A
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Daily Herald Arlington Heights, IL N/A
(Cary/ Fox River)
Daily Herald Arlington Heights, IL N/A
(Batavia) 4
Reuters report (3)
Orange County Register Santa Ana, CA 358,010
Sunday Journal Edmonton, AB, CN 146,208
Prince Georpe Citizen Prince George, BC, CN 20,200
Originals (6) '
Chicago Tribune Chicago, IL 664,584
Houston Chronicle Houston, TX 549,856
Philadelphia Inquirer Philadelphia, PA 457,932
News-Sun Waukegan, IL 35,000
Kenosha News Kenosha, W1 29,300
Daily Standard Celina, OH 10,000
A ; ;
Business Week New York, NY 1,000,000
Philadelphia Business Journal Philadelphia, PA 20,000
General Surgery News New York, NY 34310
Genetic Engineering News Larchmont, NY 26,000
FDC Reports Chevy Chase, MD 15,000
Med Pro Month frvine, CA 750
Biotechnology News Maplewood, NJ N/A
Bio Century San Carlos, CA N/A
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Atlanta Journal-Constitution Atlanta, GA 723,016
Houston Chronicle Houston, TX 549,856
St. Lovis Post-Dispatch St. Louis, MO 545,882
San Dicgo Union-Tribunc San Diego, CA 379,705
Orange County Register Santa Ana, CA 358,010
Sunday World Herald Omaha, NE 294,669
Rocky Mountain News Denver, CO 293,449
Fort Worth Star-Telegram Fort Worth, TX 263,470
El Nueva Dia San Juan, PR 250,000
Charlotte Observer Charlotte, NC 236,579
San Antonio Express-News San Antonio, TX 235,002
Indianapolis Star Indianapolis, IN 230,932
Indianapolis Star Indianapolis, IN 230,932
Wausau Daily Herald Wausau, WI 225,700
American Medical News Chicago, IL 220,000
Grand Rapids Press Grand Rapids, M1 153,061
Sunday Advocate Baton Rouge, LA 137,368
Press-Telegram Long Beach, CA 124,260
Lexington Herald-Leader Lexington, KY 119,317
| North County Times Oceanside, CA 102,311
(Oceanside Edition)
North County Times Escondido, CA 10231
(Carlsbad/ La Costa Edition)
Miami Herald (] Nuevo Herald) Miami, FL 101,389
Contra Costa Times Walnut Creek, CA 97,500
Flint Journal Flint, Ml 66,000 -
Press Democrat Santa Rosa, CA 94,365
Union Leader Manchester, NH 89,000
Sunday Times Scranton, PA 83,651
Sun San Bernardino, CA $2,000
Patriot Ledper Quincy, MA 79,688
Macon Telegraph Macon, GA 77,665
Sunday Post-Crescent Appleton, WI 76,200
North Jersey Herald & News Passaic, NJ 70,000
Reading Times/ Reading Eagle Reading, PA 67,988
Press & Sun-Bulletin Binghamton, NY 66,506
Evansville Courier Evansville, IN 64,500
Daily Southtown Chicago, IL 63,764
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Leader Post Reging, SK, CN 62,356
Republican-American - Waterbury, CT 61,000
Daily Southtown Chicago, IL 57,338
Wilmington Morning Star Wilmington, NC - 57,000
Local - Repion - State Edition)
Sun Lowell, MA 55,774
Billings Gazette Billings, MT 55,127
News Sentinel Fort Wayne, IN 55,000
Charleston Gazette Charleston, WV 54,500
Belleville News-Democrat Belleville, I 53,000
Waterloo Courier Waterloo, IA %$3,000
Sunday Sipnal & Saugas Enterprise _{ Santa Clarita, CA 50,000
Waco Tribune-Herald Waco, TX 48,500
Sun Herald Biloxi, MS 48,250
Sunday Herald-Times Bloomington, IL 46,027
Citizens' Voice Wilkes-Barre, PA 46,000
Joplin Globe Joplin, MO 45,045
Tribune Chronicle Warren, OH 45,000
North County Times Escondido, CA 45,000
(Escondido Edition)
Daily Review Hayward, CA 43,740
Bradenton Herald Bradenton, FL 43,154
Watertown Daily Times Watertown, NY 42,485
Victoria Advocate Victoria, TX 42,285
News-Sun Waukegan, IL 42,000
Yakima Herald-Republic Yakima, WA 42,000
Post-Bulletin Rochester, MN 42,000
Jackson Sun Jackson, TN 4],500
Gaston Gazette Gastonia, NC 41,000
Times Herald Port Huran, M1 41,000
North County Times (Vista Edition) | Oceanside, CA 40,316
| Niagura Sunday Niagara Falls, NY 40,000
Tri-Valley Herald Pleasanton, CA 39,426
‘(Livermore Dublin Pleasanton)
Tri-Valley Herald Danville, CA 39,426
{San Ramon Valley Edition)
Valley Times Pleasanton, CA 39,077
Times Record News Wichita Falls, TX 38,800
Vallcy News Dispatch Tarentum, PA 38,200
Monitor Mc Alfen, TX 38,000
Journal Times Racine, W1 36,433
Herald Montery, CA 36,000
Tribune-Star Terre-Haute, IN 35,426

15
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La Crosse Tribune La Crosse, W1 34,840
Longview News-Journal Lonpview, TX 34,000
Daily Commercial Leesburg, FL 34,000
| Telegraph Herald Dubugque, 1A 33.900
Williarnsport Sun-Gazette Williamsport, PA 33,343
 Northwest Herald Crystal Lake, IL 32,959
West County Times Richmond, CA 32,721
Missoulian Missoulia, MT 32,711
Daily News-Record Harrisonburg, VA 32,645
Eastside Journal Bellevue, WA 32,000
South County Journal Kent, WA 32,000
Southemn [linoisan Carbondale, IL 32,000
Daily Progress Charlotresville, VA 31,500
High Point Enterprise High Point, NC 31,500
| Eaple _ Buller, PA 31,300
Johnson City Press Johnson City, TN 31,031
Record-Journal Meriden, CT 31,000
Daily Evening Item Lynn, MA 31,000
Quincy Herald-Whig Quincy, IL 30,307
Marietta Daily Journal Marietta, GA 30,000
Galveston Daily News Galveston, TX 29,854
Kenosha News Kenosha, W1 29,300
Herald-Star Steubenville, OH 29,218
Battle Crock Enquirer Battle Creek, Ml 28,920
Record Troy, NY 28,222
Janesville Gazertte Janesville, WT 28,000
Bryan College Station Eagle Bryan, TX 28,000
Marietta Daily Journal Marietta, GA 28,000
Odessa American Odessa, TX 27,840
North County Times Oceanside, CA 27,650
(Encinitas - Solana Beach Edition)
Hattiesburg American Hattiesburg, MS 26,706
Midland Reporter-Telegram Midland, TX 26,500
Sunday News Tribune Jefferson City, MO 26,000
Citizen Tribune Morristown, TX 25,800
Oshkosh Northwestern Oshkosh, WI 25,174
Herald Sharon, PA 25,123
Daily News Longview, WA 25,000
Times Recorder Zanesville, OH 25,000
Intelligencer Wheeling, WV 125,000
I_Jeaf-Chronicle Clarksville, TN 25,000
Greeley Tribune Greeley, CO 24,500
Post-Journal Weekender Jamestown, NY 24,054
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Standard-Speaker Hazleton, PA 24,000
Vineland Daily Journal Vineland, NJ 24,000
Meridian Star Meridian, MS 23,000
Holland Sentinel : Holland, M1 : 23,000
Concord Monitor Concord, NH 22,500
Mississippi Press Pascagoula, MS 22,500
Times-Standard Eureka, CA 22,248
Daily Park City News Bowling Green, KY 22,013
Citrus County Chronicle Inverness, FL____ 22,000
Idaho Press-Tribune Nampa, ID 21,760
Albany Democrat-Herald Albany, OR 21,713
Pocono Record Stroudsburg, PA 21,600
Freeman Waukesha, W1 21424
Commercial-News Danville, IL 21,000
Valdosta Daily Times Valdosta, GA 21,000
Southeast Missourian Cape Girardeau, MO 20,623
News-Sun (Highlands County) Sebring, FL 20,100
| Napa Valley Register Napa, CA 20,017
Huron Daily Tribune Bad Axe, Ml 20,000
Hour Norwalk, CT 20,000
North Hills News Record Warrendale, PA 20,000
Spectrum ' Cedar City, UT 19,618
Progress-Index Pelersburg, VA 19,200
Shelby Star Shelby, NC 19,000
Dermick 0il City, PA 19,000
Lawrence Joumnal-World Lawrence, KS 18,683
Daily Reflector Greenville, NC 18,660
Courier-Tribune Asheboro, NC 18,500
Imperial Valley Press El Centro, CA 18,500
Scottsdale Tribune Scolisdale, AZ 18,429
Journal Martinsburg, WV 17,931
Register-Mail Galesburg, IL, 12,733
Daily Telegram Adrian, MI 17,500
1sland Packet Hilton Head Island, SC | 17,500
Denton Record-Chronicle Denton, TX 17,500
Goshen News Gosben, IN 16,840
Gazetie Medina, OH 16,800
St. Augustine Record St. Augustine, FL 16,800
Leader Corning, NY 16,500
Henando Today Brooksville, FL 16,500
Jowa City Press-Citizen Jowa City, JA 16,186
Montana Standard Butte, T 16,000
Beloit Daily News Beloit, W1 15,370
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Union Grass Valley, CA 15,324
Middletown Press Middictown, CT 15,323
Sunday Messenger Canandaigua, NY 15,050
Sentinel Lewiston, PA 15,000
Herald Journal Logan, UT 14,665
Vicksburg Post Vicksburg, MS 14,500
Telegraph North Plait, NE 14,500
Sanford Herald Sanford, NC 14,341
Helena Independent Record Helena, MT 14,280
Free Press Kinston, NC 14,198
Daily Times Ottawa, IL 14,100
Courier Conroe, TX 13,777
Saturday Daily News Virginis, MN 13,548
Daily Mountain Eagle Jasper, AL 13,390
Era Bradford, PA 13,000
Hobbs News-Sun Hobbs, NM 13,000
Alliance Review Alliance, OH 12,750
Weekend Reformer Brattleboro, VT 12,700
Daily Herald Arlington Heights, IL 12,512
(Arlington Heights)
News-Topic Lenoir, NC 12,500
Daily Herald Columbia, IN 12,500
News-Capital & Democrat Mc Alester, OK 12,500
East Oregonian Pendleton, OR 12,469
Daily Journal Fergus Falls, MN 12,093
Vail Daily Vail, CO 12,000
Daily Herald Arlington Heights, IL 11,953
(Hoffman Estates/ Schaumburg)
Express Lock Haven, PA 11,500
Examiner Independence, MO 11,064
Daily Democrat Woodland, CA 11,014
Daily News West Bend, W1 11,000
Courier Connellsville, PA 10,957
Texas City Sun Texas City, TX 10,700
Ada Sunday News - Ada, OK 10,500
News Messenger Marshall, TX 10,421
Journal Review Crawfordsville, IN 10,246
Journal New Ulm, MN 10,000
Kent County Daily Times West Warwick, RI 10,000
Yankton Daily Press & Dakotan Yankton, SD 10,000
| Times-Press Streator, IL 10,000
Madison Courier Madison, IN 9,876
Salem News Salem, OH 9,609
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Sunday Independent Ridgecrest, CA 9.500
Mount Airy Mt. Airy, NC 9,450
Oneida Daily Dispatch Oncida, NY 9,400
Daily Review Towanda, PA 9,065
Sunday News Bogalusa, LA 9,000
Leader-Call Laurel, MS 9,000
Rock Springs Daity Rocket-Miner Rock Springs, WY 9,000
Daily Record Canon City, CO 9,000
Dodge City Daily Glohe Dodge City, KS 9,000
Summit Daily News Frisco, CO 9,000
Daily Herald Arlington Heights, IL 8,635
{(Elgin/ South Elgin)
Bulletin Latrobe, PA 8,500
Coshocton Tribune Coshocton, OH 8,500
Union-Recorder Milledgeville, GA 8,500
Daily Reporter Martinsville, IN 8,44)
Weirton Daily Times Weirton, WV 8,200
Daily Herald Arlington Heights, TL 8,188
| (Mount Pros t Heights)
Ludington Daily News Ludington, M1 8,130
Review Times Fostoria, OH 8,000
News Herald Franklin, PA 8,000
Durant Daily Democrat Durant, OK 8,000
| Big Spring Herald Big Spring, TX 7,748
Kirksville Daily Express and News | Kirksville, MO 7,600
| Telegraph Forum Bucyrus, OH 7,449
Daily Herald Arlington Heights, IL 7.446
(Palatine/ Inverness)
Parsons Sun Parsons, KS 7,445
“| Urbana Daily Citizen Urbana, OH 7,300
Antigo Daily Journal Antigo, WI 7,000
Greensburg Daily News Greensburg, IN 6,600
Borger News-Herald Borger, TX 6,600
Examiner Blue Springs, MO 6,500
Columbia Missourian Columbia, MO 6,300
Evening Leader St. Marys, OH 6,046
Jennings Daily News Jennings, LA 6,000
Altus Times Altus, OK 6,000
Westficld Evening News Westfield, MA 5,850
Daily Herald Arlington Heights, 1L 5,617
(Lombard/ Oak Brook/ Villa Park)
Record-Argus Greeaville, PA | 5,600
Galion Inquirer Galion, OH 5,500

19




Sent By: FLEISMAN HILLARD INC;

212 453 2073;

01 Jun 98 10:53AM;Job 717;Page 21/22

Wapakoneta Daily News Wapakoneta, OH 5,300

Banner News Magnolia, AR 5,000

Daily Herald Arlington Heights, IL 4970

(Wheaton/ Glen Ellyn)

Daily Herald Arlington Heights, IL 4911

(Bartlett/ Hanover Park/

Streamwood)

Marion Daily Republican Marion, IL 4,728

Daily Herald Arlington Heights, IL 4,589

(Lisle/ Naperville) ’

El Dorado Times El Dorado, KS 4,500

Daily Herald Arlington Heights, IL 4,403

(Des Plaines/ Elk Grove)

Daily Herald Arlington Heights, TL 4352

(Algonquin/ Lake in the Hills) )

Daily Statesman Dexter, MO 4,200

Marshall Democrat-News Marshall, MO 4,150

Daily Times Leader West Point, MS 4,136

Call-Leader Elwood, IN 4,000

Daily Herald Arlington Heights, IL 3,930

(Carpentersville Edition)

Daily Herald Arlington Heights, IL. 3,657

(Buffalo Grove/ Long Grove/

Wheeling)

Daily Herald Arlington Heights, IL 3,620

(Rolling Meadows)

Cape Coral Breeze Cape Coral, FL 3,500

Daily Herald Arlington Heights, TL 3,310

(Bloomingdale/ Itasaca)

Daily Herald Arlington Heights, TL. 3235

(Warrenville/ West Chicago/

Winfield)

Portales News-Tribune Portales, NM 3,200
| Angleton Times Angleton, TX 3,000

Daily Herald Arlington Heights, IL 2,716

(Libertyville/ Mundelein)

Metropolitan News-Enterprise Los Angeles, CA 2,500

Estherville Daily News Estherville, IA 2,500

Daily Herald Arlington Heights, IL 2,330

(Carol Strear/ Glendale Heights)

Daily Herald ' Arlingion Heights, IL | 2,111

(Barrington)

Daily Herald Arlington Heights, IL 1,860

(Lake Zurich/ Wauconda)
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The Dalles Chronicle The Dalles, OR S, 284
Daily Herald Arlington Heights, IL N/A
(Batavia)

Daily Hegald Aslington Heights, IL N/A
(Cary/ Fox River) '

Daily Herald Arlington Heights, IL | N/A
(Gurnee/! Grayslake)

Foster's Sunday Citizen Dover, NH N/A
Bloomberg News report (1)

Chicago Sun-Times | Chicago, IL ] 491,143
Originals (5)

Newsday (Nassau Edition) Long Island, NY 463,406
New Era Lancaster, PA 48,437
Intelligencer Journal Lancaster, PA 43,263
Valley News West Lebanon, NH 18,807
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=Baxter Reports High Mortality In HemAssist Trial

18:52:28, 09 April 1998

Dow Jones News Service via Dow}]ones
By Thomas M. Burton

CHICAGO (Dow Jones)~Twenty-four of 52 patients treated with Baxter's blood substitute in a
trauma-treatment trial died, Baxter officials told Dow Jones. This compared with eight of 46 patients
who died after receiving conventional trauma therapy in the same clinical trial.

Earlier this month, the Deerfield, Ill., company suspended the U.S. trauma clinical trial of HemAssist,
Baxter's blood substitute product, because of the unexpectedly high mortality rate. However, Baxter
has noted that it observed no such mortality rate in a surgical trial in the U.S., or in another trial of
trauma patients being conducted in Europe.

Baxter officials said the death rate of 46.2% in the HemAssist group slightly exceeded the 42.6%
predicted rate of death. The patients were all victims of serious accidents such as car crashes,
gunshots and knife wounds, so a substantial rate of death was anticipated in any event.

By contrast, the Baxter officials said, the death rate of 17.4% in the "control" group - those treated
with conventional therapy - was lower than the predicted death rate of 35.5%. The company said it
had no immediate explanation for this disparity.

Baxter said it and its clinical researchers were still attempting to explain the cause of the high
mortality in the HemAssist group. The product is known to cause "vasoconstriction," a tightening of
blood-vessel walls that leads to higher blood pressure, and some in medicine have speculated that this
could be related to the higher mortality.

The company has said, however, that the deaths do not appear to be related to this phenomenon. And
some doctors even consider this tendency in HemAssist to be an advantage. Some doctors who
participated in the trial have suggested that the results may simply illustrate how difficult it is to
conduct a clinical trial involving severely injured patients - because the injuries are all so different
from each other.

For instance, some of these doctors speculated that perhaps more patients with severe head injuries
were assigned to the HemAssist group instead of the control group and that statistical accident may
have led to more deaths in the HemAssist group. The company said it still is investigating the cause of
the relatively higher mortality and that it will publish results on this at some point in the future.

Baxter said, though, that it still plans to market HemAssist if and when it receives regulatory approval
for marketing in the U.S. or Europe. Baxter already has constructed a $110-million production plant
in Neuchatel, Switzerland, that is dedicated to making HemAssist.

hrp://ddiwebl desktopdata com/NewsEDGE/S . s/1496 18768 niverseld=331& Time=892130298
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MED-US-Artificial Blood <,0422 .
Blood substitute mortality results rejeased

HOUSTON (AP) A pharmaceutical company said that pearly half of
emergency room patients given an experimental blood substitute died
in a nationwide clinical trial slightly more than the projected
mortality rate.

Of the 52 critically {ll patients given the substitute known as
HemAssist, 24 died, a 46;.’2 percent mortality rate, Baxter
Healthcare Corp. said Friday in a statement.

The Deerfield, linois, company had projected 42.6 percent
mortality for the critically ill patients in emergency rooms.

Baxter Healthcare halted its own clinical trial in the nation's
emergency rooms on April 1 after reviewing data on the fixst 100
trauma patients eprolled in the study. : '

At the time, the company did not release the specific number of
deaths in the U.S. emergency room study, only that it had
anticipated about 40 percent given the substitute would die.

However, other trials involving elective-surgery and
emergency-room patients in Europe continue because the death rates
thete are statistically unremarkable, the company said.

Baxter Healthcare spokesman Mary Thomas said the company is
still trying to determine why more U.S. patients who received
HemAssist died than those give the artificial blood in Europe.

It is thought that because doctors ride in European ambulances,
the substitate is administered more quickly to a dying patient.

Several emergency rooms across America, including Houston's Ben
Taub Hospital, had asked if they could help test the blood
substitute. Some 17 other hospitals were part of the study before
it was stoplped. .

Of the 100 patients in the haited U.S. study, 46 were in the
control group that didn't receive HemAssist. Of those, 8 died,
resulting in a 17.4 percent mortality rate, far below Baxter's
anticipated 35.5 percent death rate.

Baxter Healthcare stressed that only 3 percent of America's
emergency room trauma patients could be eligible for the study
under federal guidelines. Those tested were among the most gravely
ill trauma patients.

The race to find 2 blood substitute has been intense because
artificial blood could ease the effects of whole-blood shortages,
eliminate the time-consuming need to match blood types and wipe out
the risk of contamination. Also, members of some religiovs groups
refuse to accept transfusions of human blood.
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Nearly half died in artificial-blood study Firm unsure why results
were worge in U.S. than in trials done in Europe

04/11/98

The Dallas Morning News

STATIE

25A

(Copyright 1948)

HOUSTON - Nearly half of the emergency room patients given an
experimental blood substitute died in a nationwide clinical tzial,
statistics revealed Friday.

Of the 52 critically ill patients given the substitute known as
Hem-Assist, 24 died, a 46.2 percent mortality rate, Baxter
Healthcare Corp. said in a prepared statement.

The Deerfield, Ill., company had projected 42.6 percent
mortality for the critically ill patients in emergency rooms.

Baxter Healthcare halted its own clinical trial in the nation's
emergency rooms on April 1 after reviewing data on the first 100
trauma patients enrolled in the study.

At the time, the company did not release the gpecific number of
deaths in the U.S. emergency roor study, only that it had
anticipated about 40 percent given the substitute would die.

However, other trials involving elective-surgery and
emergency-room patients in Europe continue because the death rates
there are statistically unremarkable, the company said.

Baxter HRealthcare spokesman Mary Thomas said the company is
still trying to determine why more U.S. patients who received
Hem-Assist died than those given the artificial bloed in Europe.

It i{s thought that because doctors ride in European ambulances,
the substitute i{s adninistered more gquickly to a dying patient,

Seversl emergency rooms across the nation, including Houston's
Ben Taub Hospital, had asked whether they could help test the blood -
substitute. Some 17 other hospitals were part of the study before
it was stopped.

Of the 100 patients in the halted U.S. study, 46 were in the
control group that didn't receive HemAssist. Of those, 8 died,
resulting in & 17.4 percent mortslity rate, far below Baxter's
anticipated 35.5 percent death rate.

Baxter Healthcare stressed that only 3 percent of the nation's
emergency room trauma patients could be eligible for the study
under federal guidelines. Those tested were among the most gravely
ill trauma patients.

The race to find a blood substitute has been intense because
artificial blood could ease the effects of whole-blood shertages,
eliminate the time-consuming need to match blood types and wipe out
the risk of contamination. Also, members of some religious groups
refuse to accept transfusions of human blood.

APR 13 ’58 15:42
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Artificial blood mortality rate released / More than 46 percent died
when given substitute in clinical test

04/11/98

Houston Chronicle

3 STAR

23

(Copyright 1998)

Nearly half the emergency room patients given an experimental
blood substitute died in a nationwide clinical trial, statistics
revealed Friday.

Of the 52 critically ill patients given the substitute known as
HomAssist, 24 died, 8 46.2 percent mortality rate, Baxter Realthcare
Corp. said in a prepared statement.

The Deerfield, Ill., caompany had projected 42.6 percent mortality
for the critically ill patients in emergency rooms.

Baxter Healthcare halted its own clinical trial in the nation's
emergency rooms on April 1 after reviewing data on the first 100
trauma patients enrolled in the study.

At the time, the company did not release the specific number of
deaths in the U.S. emergency room study, only that it had anticipated
that about 40 percent given the substitute would die.

However, other trials involving elective-surgery and emergency-
room patients in Europe continue because the death rates there are
statistically unremarkable, the company said.

Baxter Healthcare spokesman Mary Thomas said the company is still
trying to determine why more U.S. patients who received HemAssist
died than those given the artificial blood in Europe.

It is thought that because doctors ride in European ambulances,
the substitute is administered more quickly to a dying patient.

Several emergency rooms acros$s the nation, including Houston's Ben
Taub Hospital, had asked if they could help test the blood
substitute. Some 17 other hospitals were part of the study before it
was stopped,

Of the 100 patients in the halted U.S. study, 46 wexe in the
control group that didn't receive BemAssist. Of those, & died,
resulting in a 17.4 percent mortality rate, far below Baxter's
anticipated 35.5 percent death rate.

Baxter Healthcare stressed that only 3 percent of the nation's
emergency room trauma patients could be eligible for the study under
federal guidelines. Those tested were among the most gravely ill
trauma patients.

The race to find a blood substitute has been intense because
artificial blood could ease the effects of whole-blood shortages,
eliminate the time-consuming need to match bleood types and wipe cut
the risk of contamination. Alsc, members of some religious groups
refuse to accept transfusions of human blood. ’

APR 13 *98 15:47
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Blood substitute test results: Death rate tops expectations
D4/11/98

The San Diego Union-Tribune
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(Copyright 1998)

HOUSTON —-- A pharmaceutical company said yesterday that nearly half
of emergency-room patients given an experimental blood substitute
died in a nationwide clinical trial -- slightly more than the
projected mortality rate.

Of the 52 critically ill patients given the substitute known as
HemRssist, 24 died, a3 46.2 percent mortality rate, Baxter Healthcare
Corp. said in 8 statement.

The Deerfield, Ill., company had projected 42.6 percent mortality for
the critically ill patients in emergency rooms.

Baxter Healthcare halted its own clinical trial in the nation’s
emergency xooms on April 1 after reviewing data on the first 100
trauma patients enrolled in the study.

At the time, the campany did not release the specific number of
deaths in the U.S. emergency-room study, only that it had anticipated
about 40 percent of those given the substitute would die.

The race to find a blood substitute has been intense because
artificial blood could ease the effects of whole-blood shortages and
eliminate the time-consuming need to match blood types.
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Metro

Fake blood death rate released
04/11/98

San Antonio Express-News
Metro '
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(Copyright 1998)

HOUSTON ~ Nearly half of the emergency room patients given an
experimental blood substitute died in a nationwide clinical trial, -
statistics revealed Friday. : .

Of the S2 critically ill patients given the substitute known as
HemAssist, 24 dled, a 46.2 percent mortality rate, officials with
Baxter Healthcare Corp. said in a prepared statement.

The Deerfield, Ill., company had projected 42.6 percent mortality
for the critically ill patients in emergency rooms.

Baxter Healthcare halted its own clinical trial in the nation’s
emergency rooms April 1 after reviewing data on the first 100 trauma
patients enrolled in the study. )

At the time, the company didn't release the specific number of
deaths in the U.S. emergency roem study, only thar it had
anticipated about 40 percent given the substitute would die.

However, other trials invelving elective-surgery and emergency-
room patients in Europe continue because the death rates there are
statistically unremarkable, the company said.

Baxter Healthcare spokesman Mary Thomas said the company still is
trying to determine why more U.S. patients who received HemAssist
died than those give the artificial blocod in Eurcpe.

It's thought that because doctors ride in European anbulances,
the substitute is administered more quickly to a dying patient.

Several emergency rooms across the nation, including Houston's
Ben Taub Hospital, had asked if they could help test the blood
substitute. Some 17 other hospitals were part of the study before
it was stopped.

Of the 100 patients in the halted U.S. study, 46 were in the
control group that didn't receive HemAssist. Of those, @ died,
resulting in a 17.4 percent mortality rate, far below Baxter's
anticipated 35.5 percent death rate.

Baxter Healthcare stressed that only 3 percent of the nation's
emergency room trauma patients could be eligible for the study under
federal guidelines. Those tested were among the most gravely ill
trauma patients.
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ALMOST HALF THOSE ON BLOOD TRIAL DIED
Charlotte Observer (CO) - Saturday, Apnil 11, 1998
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HOUSTON

* - A pharmaceutical company said Friday that nearly half of
emergency room patients in 2 nationwide clinical trial given an
experimental blood substitute died - slightly more than the projected
mortality rate. ]

Of 52 critically ill patients given the substitute known as HemAssist,
24 died, a 46.2 percent mortality rate, Baxter Healthcare Corp. said in a
—. staterpent.

The Deerfield, I, compaany had projected 42.6 percent mortality for
the critically ill patients in emergency rooms.

Baxter Healthcare halted its own clinical trial in the nation's
emergency rooms on April 1 after reviewing data on the first 100 trauma
~ patients earolled in the study.

L]
Kingsmen to get rights, royalties to Louie, Louie'

PASADENA, Calif. - Nearly 35 years after recording the rock 'n' roll
great ““Louie, Louie," the Kingsmen will get back the rights to the song
and their first-ever royalties.

A federal appeals court Friday upheld a Los Angeles judge's 1995 finding
that the still-functioning group has the right to cancel their contract
with several small record companies that haven't paid it 2 dime in decades.

The band that recorded the hit version of the rock standard in 1963
signed a contract in 1968 that was supposed to provide them with 9 percent
of the profits or licensing fees from the record.
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St. Louis Post-Diepatch, April 12, 1998

shore up Social Security. Sanford said workers could invest the money privately
- in stocks or mutual funds, for example - and “"earn far greater returns than
today's Social Security system. They take away the ownership of retirement
savings from Uncle Sam and give it back to the individual."

Despondent teen-ager kills himself after wild car ride

Parents in Providence, R.I., couldn't save the life of 19-year-old Jesse
Frizzell, who killed himself after a wild ride in a family car with his
screaming father clinging to the hood. Frizzell's father and mother, &
psychologist, said they knew he was despondent after breaking up with his
girlfriend. Raymoend Frizzell searched for hig son and found him Thursday, after
the young man had bought a rifle. They tuesled over the car keys and the father
jumped onto the car hood when his son drove off. During the subsequent 15-minute
ride, which reached speeds up to 100 mph, the teen drove through red lighcs,
went the wrong way on one-way Streets and weaved around cars, police said. The
chagse ended when police cloped in. After stopping the carx, spilling his father
off onto the ground, the teen locked the doors and shot himself in the head,
police said. He died Friday night, three days before his 20th birthday.

Woman gets prison term for starving her daughter

A judge in Rochester, N.Y., sentenced a woman to five to 15 yesrs in prison
for starving her 5-year-old retarded daughter. Supreme Court Judge William
Bristol recommended Gloria Gross serve her entire sentence, rebuking the
35-year-old mother for subjecting "your own helpless daughter . . . ¢o a long
and agonizing death." By the time 5-year-old Tonya Daniels died of malputrition
last summer, she weighed 23 pounds. The girl was diagnosed with cerebral palsy
during infancy. Gross was convicted of second-degree manslaughter in March after
a four-day trial.

Jury awardg woman § € million in police shooting case

A federal jury awarded $ 6 million to a woman who sued Boynton Beach, Fla.,
after being shot eight times by police in an incident that triggered days of
racial unrest in 1987. Jurors concluded Friday that the city and two officers
violated the civil rights of Betty Willingham as she came out of her house with
2 knife and approached an officer who was fighting with her brother. The
shooting was followed by sniper and rock-throwing attacks on police cars in a
predominantly black section of Boynton Beach, 50 milep north of Miami. The jury
said the city viclated Willingham's civil rights by refusing to train, supervige
or discipline its officers.

Nearly half of patients who got blood subsritute died 1$ -

Nearly half of emergency yoom patieats given an experimental blood substitute
died in a nationwide clinical trial - slightly more than the projected mortality
rate, a pharmaceutical company said. Of the S2 critically ill patients given the
gubstitute known as HemhAssist, 24 died - a 46.2 percent mortality rate - Baxter
Healthcare Corp. said in a statement in Houston on Friday. The Deerfield, Il1.,
company had projected 42.6 percent mortality for the critically ill patients in
emeYgency rooms.

GRAPHIC: PHOTO, Photo from THE ASSOCIATED PRESS - Francine Alderette, 1 1/2,
cries for her mother, letting everycne xnow she has no desire to have her
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& A pharmaceutical company has reported that nearly half of emergency room

atients given an experimental blood pubstitute died in a nationwide clinical
trial--slightly more than the projected mortality rate.

Of the 52 critically ill patients given the substitute known at HemAssist, 24
died, a 46.3 percent mortality rate, Baxter Healthcare Corp. said in a statement
Friday.

The Deerfield company had projected 42.6 percent mortality for the critically
111 patients in emergency rooms.

On April 1, Baxter Healthcare had halted its own clinical txial 3in the
nation's emergency rooms after reviewing data on the firet 100 trauma patients
in the study.
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Qlinical Update

As part of Baxter’s continuing commitment to provide information about its U.S. Phase
I trauma trial, which was conducted under the HHS and FDA’s exception to informed
consent regulation, the following is a clinical update.

T As previously announced, Baxter has ended its U.S. Phase Il trauma trial investigating
R the efficacy of its oxygen-carrying solution, HemAssist (DCLHD), for the treatment of
severe trsumatic hemorrhagic shock. Baxter decided to stop the mial, which had enrolled
approximately 100 of its expected 850 participants, following an interim data review by
the trial’s independent data monitoring committee. The committee found that patients in
the treatment group had significantly increased mortality compared to those in the control
group.

Analysis of interim patient data by the independent data monitoring committee, using a
published model of predicting outcomes in trauma patients (TRISS) that combine
physiologic and anstomic indicators of injury severity and age, indicate the predicted
mortality in the treatment group was 42.6 percent with an observed mortality of 46.2
percent (24 of 52 patients). The predicted mortality in the control group was 35.5 percent
with an observed mortality of 17.4 percent (8 of 46 peatients). In addition, other indicators
of injury severity were considered and although some differences were noted between the
two groups, none were significant enough to indicate why the treatment group had a
higher mortality rate than the control group. Further analysis of these data is ongoing.

As previously indicated, two additional advanced studies testing the efficacy of HernAssist
are ongoing.

Baxter is releasing this clinical information prior to its final analysis to fulfill its
respoasibilities according to regulations pertaining to exception to informed consent.
Additionally, Baxter intends to provide the complete clinical results in scientific forums
and to distribute of the results in the communities in which the trial took place. The results
also will be published on the U.S. trauma trial website at http://dclbb.er.uic.edw/.

4/9/08
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Baxter
FOR IMMEDIATE RELEASE

Media contact: Mary Thomas. Baxter, (8471948.2815
Investor contacts:  Neville Jeharajah, Baxter. (847) 948-2875
Mary Kay Ladone, Baxter. (847) 948-3371

BAXTER ENDS US. TRAUMA STUDY OF HEMASSIST®&(DCLHb)

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

DEERFIELD. Ill.. March 31. 1998 - Baxter Healthcare Corporation

announced today that it has ended us U.S. Phase III trauma nial investigating the
. efficacy of its oxygen-carrying solution. HemAssist®(DCLHD). for the treatment of

severe traumatic hemorraghic shock. Baxter decided to stop the trial, which had
enrolled approximately 100 of is expected 850 panticipants. following an interim data
review by the trial’s independent data monitoring commitiee, The committee found
that patients in the treatment group hud un increased mortality compared to those in
the control group.

Baxter and its clinical invesugators are studying the data 1o beuter undenstand
why there was a difference in monahiy beiween the patient groups. They are
assexxing the impact of many factors, including the combined results of the tral's

design and protocol. the uming of the administrution of HemAssistZ(DCLHb und

- more -
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othcr medical rreatments. the wide range of patient injuries and the seventy 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®(DCLHb) will be of critical irr;ponancc
for both surgeons and emergency-medicine physicians.

“The European trauma trial. where physicians are administering
HemAssist®(DCLHb) at the trauma site. is continuing on track. Our U.S. Phase 1]
surgery trial moves forward as well.”

Baxter continues to expect to bring HemAssist® DCLHb) 1o market in late

1999 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®(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 1ts independent data monitoring commuttee and that commitiee has determined that
the trial will continue on course.

The patients enrolled in the U.S. trauma trial were gravely ill -- victims of
severe (raumna. such as motor vehicle accidents. knife and gun shot wounds -- and had

- a high expected monality. Patieniv involved in the HemAssist®( DCLHD) wrial were

- more -



APR 14 'S8 13:83 FR TO 927@530s P.22/23

BAXTER/HEMASSIST®(DCLHb) -- PAGE 3

among the most severely injured of all trauma victims. with only about 3 percent af
all trauma p._a;ienzs eligible for trial inclusion. All individuals enrolled in the study
received standard emergency care. including transfusions of blood, resuscitative
fluids. and surgical intervention as required.

This U.S. wrauma study was conducted under regulations issued by the U.S."
Department of Health and Human Services (HHS) and the U.S. Food and Drug
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 checks 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
communities to inform them about the potential risks and benefits of the
HemAssist®(DCLHbD) 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 tnal is investigating the use of HemAssist®
(DCLHD) as an alternative to blood in patients undergoing elective surgery. such as
hip and knee replacements. aortic repair and abdomunal pelvic procedures.

Baxter Healthcare Corporauon is the principal U.S. operating subsidiary of
Baxter International Inc. Baxter lqtcmat:onul. through its subsidiaries. is a global
leader in the development of products and technologies related 1o the blood und
circulatory system. The compuny has market-leading positions in four areas blood

therapies. cardiovascular medicine. kidney-disease therapy and medicauon delivery.

- more -
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Through a combination of technological innovaton and global expansion. Euxrer I
4dvancing medical care and improving the lives of millions of people worldwide.

This news release contains forward-looking staiements that involve risks and
uncertainues. including technological advances in the medical field. product approval.
demand and market acceptance.
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