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Docket Number 95S-0158
Dockets Management Branch (HFA-305)
Food and Drug Administration
12420 Parklawn Dr. rm. 1-23
Rockville, MD 20857

RE: Investigational New Drug Application #6859

Dear Sir/Madam:

In accordance with 21 CFR $56.109 and $312.54 concerning Baxter Heahhcare
Corporation’s Investigational New Drug Application #6859 relating to the clinical testing
of Diaspirin Crosslinked Hemoglobin (DCLHb), 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
3/3 1/98 (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 March31 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 with21 CFR $312.54, this information is also being submitted to the
Docket Number 95 S-0 158 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:

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)270-53 13.

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

————.
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THEKENTUCKY

EPIC
EMERGENCYPHYSICIAN’SINTERIMCOMMUNIQUE

THEORIGINOFCARDIOPULMONARYRESUSCITATION
Tim Price, MD

University of Louisville

(ordiopulmonory rwrscitotion [CPR)os we know it todoy has chonged Ii}

de during the lifetimeof the speciofityof Emergencyhkdici~. Certoinly there

hove been changesin medicol theropy of the cardioc orrestpotient in the pt

threedecades,howeversubstontiolchonges in the mechonicsof bsic Iik sup

port techniquesore locking. Most practicing physicianstodoy ore fomiliar with

CPRbut few con eloboroteon the origin of this universolfyocceptedprocedure.

In thisoriicle I will brieffy reviewthe developmentof CPR.

BiblicalAccounts
hne medcol historiansbelieve thot the earliest occount of (PR mn be

found within the Old‘lestomen!, In I Kings 17:17-22, one reads obwt o boy

who becomeill ond ~toppedbreohing. Eliloh Ioid the by on o bed.

~hen he stretchedhimselfout on the boy threetimesond cried to the lord,

‘O lord my God, let this boy’s Iik returnto him!’ The lord heord Eliloh’s

cry, ond the by’s life returnedto him ond he lived.’

In 2Kings4:33.35,0 similor incident is recorded in which o ckod boy is

brought bock to life ofter the prophet Elishoh ‘Ioy upon the boy, mouth to

mouth,eyesto eyes,bondsto bonds” ond stretchedhimselfout on tke boy two

times While somereoders faithfully believe thot these ore occountsof miro

CISS,some reoders exploin them os the first recorded exomplesof successful

medicolresuscitations,

Pre-1800’s
The first contemporo~evidence of ottemptsot resuscitationore reveokd

in Renoissoncewritings by Vesolius [1514.1564] ond Poroce!sus(1493.

1541 ) ond in the 1700’s in the registers of the ‘Humone Societies’ of

Amsterdom,(openhogen, london ond Mossochusetk, Included in theser%

isterswere otiemptsot intubotion by polpotion, positive pressureventilations

with fireside bellows, ond rnwrth-tcwnouthventilation on nevhom infonts ond

drowning victims.

The concept of electrical defibrillation hod keen repated in the register

of the Royol Humone %ciety of London in 1774 by o mon rsomedKoenig

who stoted thot ‘upon transmitting o few shocks through the thorox, I per-

ceived o smell pulsotionond in o few minutesthe child begon to breothe with
greet difficulty,” Atiol opprwi~ion forventricular fibriliotion did not occur

until muchIoter.

WINTER1998

Pre-1950’s
Modem rewscitcrtionottempk bsgon os o molter of necessityofter h dis.

covery of generol onesthesioin IISS1800’s. As gerwml onesthesiowos fre-

quentlycompficotedby opneo, oirwoy obstruction,ond pub-elessness,surgeons
were fo+cedto find wcsysto reversehew trogic compficotiorm Interm”tint posii

tive pressureventiloticmwos being used occosionol~ however, exoggeroted

reportsof borotrwrno resultedin ik obondonrrwrt ond replacementby monuol

ventilationtechniques. Vorious monuol methodswere describedand promoted

including supine chest.pressureormfift, prone chest-pressureonly, ond prone

bock-pressureorm-fihmethods. Thesemethodswwld prevoil os the methodof

ortificiol respirationuntil the 1950$.

Endotrocheolintubotion by polpotion wos sporodicoliy used sincethe krte

1800’s, however anesthetized@ients were not typicolly intuboted until the

1920s. By World Wor 11,the ollied forcescommonfyintubcrtedutilizing direct

Ioryngoscopy. opemchest mosscsgewos used in the operoting room for cor.

dioc orrestosscciotedwith chloroformuse,but ccsrdiocorrestout of the operoi

ing room wos consideredo hople~ condition. Cbsed chestcordioc mossoge

ww performedon onimols ond humcmsub@ctsin the bte 1800’s. However,
thistechniquewould be forgottenfor onother50 yews.

continuedonpage5
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RESEARCHINEMERGENCYMEDICINE:
WAIVEROFINFORMEDCONSENTINTRODUCED
Ashlee Mller, RN
Mary Nan S. Mallory, MD

University of Louisville

In October 1996,theFwd and Drug Ministration passeda regulation,

Section50.24(0](7) for on exceptionfrom informedcomserrtin emergencyrnecfi

tine research. The Universii of LouisvilleDe@rnent of EmergencyMe&ins

is currentlypxticipating in thefirstsuchWa”wr of informed consentresearch

project. Until thisnew regufcstbnwas passed,emergencyphysicicsnswere very

limited regarding resuscitationreseorch.

he regulationgives odditioncslprotectionsof the rightsond welfure of the

subjects,including, at least: 1) Conwkotion with repre@otives of the cammw
nities in w+ich the clinicol investigationwill be conductedond from which the

subjectswill be drawn; 2) Publicdisdowre to the communitie~in Aich the clim

icol investigationwill be conductedand from wisichthe subjectswill be drown,

prior to initiation of the clinicol investigation,of plons for the investigationond

its risksond expectedbenefik; 3] Publicdisclosureof sufficientinformationfol

lowing completionof the clinicol investigationto oppraise the communityond

researchers of the study, including the demographic characteristics of the

reseorchond its results. The InstitutionalReviewBoard [IRB]is responsible{or

he review, opprovol, and continuingrwiew of the clinicol investigation.

Theregulationoko hosspecificproceduresin seekinginformedconsent. If

obtaining informedconsentis not feasibleond o Iegolly authorized represen~

tive is not reosonoblyavoiloble, the investigatorhos committed,if feasible, to
attemptingto contoctwithin the therapeuticwindow the subject’sfamitymember
who is not o kgolly authorized representative,ond ohing wkether he or she

objectsto the subject’sparticipation in the clinicol investigation. The investigo-

Ior will summorizeefforts mode 10 contoct Iegolfy oufhorized representatives

ond mokethis informationovoiloble to the IRBat the time of continuingreview.

The IRBis responsiblefor ensuringthot prcwdures ore in ploce to inform, at the

earliestfeosibleopportunity,each sub@ct,or if the subjectremoinsincopacito}

ed, o Iegollyauthorizedreprewntotiveof the subject.

In August 1997, the University of Louisville Deportment of Emergency

Medicine, under the direction of the IRB,completedcommunityconsuhotion,the

initiol phoseof public disclowre ond begon the studyvdich is designedto mm

surethe efficocyof Diospirin Cross-linkedHemoglobin (DC1.tfb).DCU-ibis on

oxygemcorryinghemoglobinproductwhich hos been chemicallymodified, purii

lied ond pasteurized. This product is produced from expired red blood cells

ond doesnot requireo crossmotch.

DCltfb is given to potientsthat enter with sevwe hemorrhageond shock.

it carriesoxygen to tisweswith oxygenationto the heartond othervital orgons.

It OISOhos o phormocologicoleffectof increasingblood pressureo pwdictoble

omount. The primory endpointsto this study is to decreosemortolityond OISO

decreosethe endstogeorgon foilure, that commonlyhoppenswith were hem

orrhoge. Theplon is to continuethe studythrough 199B.

If you hove ony questionsregording woiver of informed consentor the

DCIHb study being conducted at the Universityof LouisvilleHospito!,please

contoctusot [502) B52-5689.

The(highsof CordkopsslmosmryRessrscktatkan

codoudf rompgel

19s0’s

In themiddle of the twentiethcentury, severol reports led to the develop

nsental modem CPR. In Boftimore,approximately 100anesthetizedpatients

and volunteers were examined under fluoroscope. This demonstrated to

observershow the epiglottisand tonguewould obstructthe airway during arw

thesio un!esstheairwaywasmaintained using head tih, and sometimeslaw
thrust, with the mouth open, Thus the triple airwoy moneuver wos first

described.

In 1957, 0 cruciol s@y compared ventilation successin rnoutbnouth

versusmonuol puslqxsllventilationtrxhniques in 27 aduh volunteers. The non-
intuboted volunteers were made unconscious ond parolyzed with curare.

Positivepressureventilation with nwukrnouth proved to-be superior to itwf-

fectivemanualpush-pulltechniques.

Finally, the generation of a pressurepulsewith externalchestcompression

was rediscovered. Kouwenhoven,a prokssor of electrical engineering ot the

Johns Hopkins Hospitol, wos studying externol defibrillation in dogs. His
researchknow, engineer Knickerbocker,wos pressingthe exiernol electrodes

on the dog’s chestwhen he noticed on atieriol pressurewave. A surgicol resii

dent by the nome of Jude,opplied thistohumonsubjects. He documentedorti-

ficiol circulation by sternal compressionsto patients thot developed pulseles~

nessduring induction with the potent new anestheticagent Holothone. He

reported in JAMA in 1960 ond 1961 thot o kw stemolcompressionsand inter-

mittentpositive pressureventilationswith oxygen promptly restoredcirculation

in thesepatients Thusmodem extemol stemol compressionwas introduced

Furtheranimol studiesintegrating the three componenk discussedabove resuk

ed in the ABC’t of modem resuscitationand the recommendedcompressionto

ventilationratio currentlyused.

By the latter holf of the 1960s the Americon Heort Associationhod deve}

oped its recommended progrom for CPR ond published it in the JAMA.

Subsequentwidespread teaching ond use has resultedin universolocceptonce

of this processos the stondord initiol basic life supportof the patient in cordioc

arrest.

KACEPGOLFCHALLENGETOBEHELD
ONMAY1lTH

KACEPwill be hosting o golf chollenge ot Morriott’s Griffin Gote Resort in

Lexingtonon Mondoy, May 1lth. Therewill a continentalbreakfastprovided,
o I hour CME program from 6:OOAM- 900AJA, ond ted time following the

progrom. Thecostof the entire prcgrom is $4500 per personfor KACEPmem

hers. Thk will be a hmdroiser fcx KACEP,so pleaw help show your sup~rt

ond mark this date on your colendor, so ha! we con continueto increaseour

visibility and activitieswithin the stote.

-. —-_—.—.-__—---
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Syathotic Troatmoat Doriwod from Blood shows ?romiso

U @ L researchers will study a synthetic
blood product that may allow emergency
physicians to spaed treatment of patients
who have suffered severe blood loss. The
product, Diasprin Cross-Linked Hemoglobin
(DCLHb), is pnspamd from chemially mcrdi-
fied human md 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 doas not require ●

match with the patient’s own blood type.
“Dbsprin holds great promise for our pa-
tients with severe traumatic injury,” aaid
Mary Nan Mallory, principal investigator for
the Kentucky study, who also is a physician
in U of L’semergency medicine depart-
ment. Even ●fter surviving severe blood
loss, Mallory explained, ● 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, W the use of DCLHb can decrease
the number of deaths that occur in that
23-day window.” The U.S. Food and Drug
Administration has authorized U of L to

Emargency Medicine Instructor Kfary
Nan Hallory.

study the product in its tmuma center during ● two-year trial. Study criteria dictate
that only the moat seriously injured patients, those with savera shock and bleeding,
are eligible for enrollment. These patients am at the greatest risk of death.

Scholar Dovalops Grief Predictor for
Miscarriage Cases

Miscarriages happen more often than most people believe.
Statistics say that 15 percent to 20 percent of ●ll known
pregnancies end in miscarriage. The rate is probably higher
because sometimes women who don’t know they are prag-
nant will pass off heavy bleeding as a strong period when,
m fact, they have miscarried. Marianne Hutti, nursing profas-
sor and coordinator of U of L’s nurse practitioner women’s
health program, has compiled 10 years of data on prag-
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 ●x-
pioms kctors that influence the intensity of grieving in or-
der to help health care providers batter identify men and
women who need follow-up after such a loss. Says Hutti,
“Understanding ● client’s intensity of grieving will not

Marianne Hutti,
coordinator of U of L’s
women’s h.alth nurse
pmctitionar program.

spaed up the mental healing process but it will help care providers to give batter care
to grieving families.” Her article, “Predicting Women’s Responses to Pregnancy Loss”
won an outstanding research award last summer at tha national meeting of the
American Academy of Nurse Practitioners.

16 UofL Magm”ne WINTER 1998
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gem Radicals in Poati@mk Dya-
function.= ... ..,. ,..., .:
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Rafael Fernandez-Botram S99,619,
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“Immunomgulation by Soluble L-4
Receptors”

Henry Enck and Robert Taylor,
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Synthetic Treatment
Derived from Blood
Shows Promise

U of L researchers will study a syrr-
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 (DCLHb), 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
wfth 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 enrollment. 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 depafl-
ment. Even after Surviving severe
blood loss, Mallory explains, a patient
stili 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 dictata 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

Even when blood is replaced in patienta with
trauma or severe bleeding,the resulting
organ and tissue darnage can be fatal.
U of L reseadwr Mary Nan MallorywIII
head up Kentucky’s portion of a national trial

to teat a synthetic, blood-derived therapy

that showa promise in reduang such

fatafiiies.

have been informed.
The committee also has outlined a

comprehensive %ublic disclosure-
plan. A three-week program of adver-
tising and publicity is underway; its
aim is to inform local residents of the
study and the possible use of the FDA
waiver.
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Debate Swirls Around New Rules
for Informed Consent in Trauma Research
WIentists cite vagueness; regulators see lack of implementation

-Y ?AULETST! WALKER CAMPBELL

DETSCESDA,MD.

w

ttEN A MAN was admi!tcd 10 tk

University of Louisville Hospi-

tal this month with life-threaten-

ing abdominal injuries from a car acciden!,

he was immediately enrolled in a study 10

ICSI a blnnd substitute called HemAssist.

Scientists believe that the product,
which is made from human blood, will

speed IIW flow of oxygen 10 vi[rd organs

and raise’ a patient’s blood pressure faster

!han the standard weatment of blond Icans-

fusions and salt solutions.

A y~r ago, such an experiment could

SSO1have nccurred, because the man, who
was unconscious, could not give his per-

mission to participate in the study. Federal

law generally probibi!s docmrs from giving

patients experimental trcstmenls unless

the subjects or their family members un-

derstand [he risks and give tht+r conacnl.

But govcmmem rules that tmk effecl

last November allow scientists to obtain

waivers of that mquircment so they can

use expcrimcrttd drugs and medical de-

vicrs on patients in life-threatening situa-

tions wi!hout the patient’s consent.

Ftiti $dflcidsand rt~hws are still
at loggerheads, however, over how kst (0

camy OUI provisions in the mk that rquire

scientists to notify the public and to seek

ufvice-and consen[-tivrrs the IncaI tom.
munity before conducting the research.

AI a meeting sponsored by the Food and

Orug Administration here this month, sci-
entists and members of psnels that review

research pcnposals told fcdcmf officials

that the requirements ars too vague and

too costly and time-conaoming to fulfill.

Mary K. Pcndergast, the F.D.A.”Sdepu-

ty commissioner, acknowledged that the

consent requirements am the “Achilles’

heel” of the new rules. BUI they musl “be

suictly adhered to.” she said, “in order [O

Proiect this particularly vrdncrabk popula-

tion of patients.”’

If scientists dnn’t begin 10 take their ob-

ligations more seriously, she wamcd, “the

F.D.A., if necessary, will pull the plug on

this role, or enact stricter guidelines.”

A DILSWSMA FOR RESEARCHERS

Before the waiver culc was cha~=! ias~

November, the government’s informed-

consem 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 Ihe time available for

physicians 10 locate relatives for consent.

Exceptions to the requirement were

rarely Sr-anmd. The F.D.A,, which oversees

rssewch on human subjects that involves

experimental drugs and devices, waived

consent in some individual cases. In scpa-

mte CUleS, the Office for Protection from

Research Risks, which mnnitors reacarcb

supprmed by agencies in the Dcpamment

of Health and Human services, agreed to

issue waivers if the proposed study posed

no more risk than an individual would crt-

cnunter in daily life-a standard met by

few emergency meatments.

Because nei:her set of exceptions of-

fered specific guidmsce for clinical trials

in emergent y care, institutional review

bards allowed acute-care researchers to

obtain “deferred consent.”’ In such cases,

physicians enrolled paIicnts in studies

without their consent, and told the patient

and family members afterward.

Bu! in W92—following revelations tba[

the federal government several decades

previously had exposed people 10 radiation

wilhou! their consent-the risk-protection

office banned the usc of deferred consent

at institutions that received grants from the

Hsalth and Human Services Dcpammcnt,

even if the study in question was nnt spon.

sored by the govemmenl.

That, in effect, stopped all acute-care

research. After three years of lobbying by

-“.,, .,wula!. m mu .“,

Mary Nan Mallory, principal im,tsfigam Jor a U. of f-ovisvi!ie hospifa[ sIIuJy:

‘“Thi& is a very complex ruk that we are all siiil trying 10 understand, ”

At the study’s completion, the cnmmuni[ y

must be told how the expstiment fwcd.

Federal otTiciaJs at the meeting said ihey

had expected resewchers 10 take pains to

fulfill the cequircments of conducing re-

search under the waiver. Instead, aaid the

F. D.A.’S Ms. Pendergas!, “we’ve seen

signs that the mle is not being implemented

the way we had hoped.”

For example, sores institutions have

sought to fulfill the requirement about ccsn-
scdting the community merely by running

Iocal+sewspaper ●dvertisements. “An ad-

vctlisernent may serve as one par-i of a

“We are talktng abogt sacred Issues henx Informed

actnsen~autonomy, falmeae, petient protection. So we

can’t be flippant about the amount of time tt takes.”

scientific and medical societies. the F.D. A.
and the Health and Human Services Ds-

panment issued their joht revisions,

which went into effect in November 1996.

Tbs new rules allow doctors to teat ther-

apies in emergencies if
■ An independent physician and the 1-

ml review bnard agree that the patient is in

a Iife-thmatening situation, requiring im-

mediate attention.
■ Tbc ocher available trsalments AI’Sun-

sxisfactory or ineffective.
m And sufficient evidence exists that the

experimental Scealmen! may help the pa-

tient.

In ●ddition, the researchers must show
tha! the risks of participating in the study

are “reasonable, cnmparcd to those ass~

ciated with the pa[ient”s medical condition
at the time,”’ and that getting ihe permis-

sion of the patien! or a kgal rcpresenta!ivc

is not feasible in the brief window of time

when the trea!mem mus! be provided.

COMMUNITI c.ONSULTATSON
TIIe rules also require researchers to in-

form the population most likely to be af-

fected by the study abnut its purpose.

risks, and possible benefits. The research-

ers. the study’s sponsors, and the review

boards mus[ consult with the community

about the appropriateness of [he research.

multifaceted plan. But by ilself, it is not

sufficient infomsation disclosure, and it is

clcarfy not community consultation. ”

The problem, univemity officials at the

meeting said. is that the regulations do not

define acceptable methods of public dis-

closure and consultation. Government of-

ficials said she lack of specificityy was inten-

tinmd, to give rescamhers and ceview pan-

els the Ilextbility to fulfill the spirit of the

regulations according to Incal standards.

That explanation left many attendees

frustrated. Erica C. Jortlin, human-subject

review coordinator at the Univemity of

Washington, aaid an investigator at her in-

stitution had consulted with the rmmmuni.
ty by randomly selecting residents from

the telephone book.

Abnu! 7S psr cent of those people felt

that the proposed study was acceptable,

she said; the remaining 25 per cent op-

pnsed it, for reasons including a geneml

suspicion of research,
“Wbal do we do with this?” Dr. Jonlm

asked. ‘“What pcr cent of the people we

consult have to say ‘Yes’ before the re-

search csn proceed?”

The govemmcnl’s answer, according [o

Ms. Pendergast. is that if the communi[y

respnnse reveals substantial concerns, the

inslitul iona] review hoard should ask fnr a
redesign of the study, and thal if that is

impossible, the research may not be ap

priale for thal cnmmunity.

Members of the review bnard were

stumped by !he quesiion of defining

target communi!y. The regulationsenc

age scientists to fucus their consult~,

anddisclosurs efforts only on the con
ni!y most likely 10 bs affec[ed by th,

ssarch. ButSteven Peckmmr. SSSO(

dirccrw of human-subject research w

U nivemit y of California at Los Ang

pnin!ed nut that ‘“there are 7tt cfifferenl

wage groups in ~he LA. unified schnnl

trict--+ur community. How do you

suh with all those groups?”’

TSME AND MONEY

Researchers also complained abnu

time and money it takes to fulfill th

quirements. Baxter Hcalthcace CorT

tion, an international pharmaceutical,

pany, spent nearl y $7 ,OfKIto help rcse:

ers at Louisville get the word out ahnu

blnod-substimte SIWJY. The sponsor

suppnsed to bear the COSIS. but resem

at tbc meeting expressed worry abouI

would pick up the tab for shsrfies

aren’t spnnsnrcd by the govemmer

large pharmaceutical companies.

The chairman of Louisville’s re

psnel, along with Mary Nan Manor}

principal investigator, spent 40 hours

a four-month period talking with InCal

rcsentatives abour the study. ‘That’

time spent on one study OUI of 1JWJ”

the prmel regulates, said Dr. Mal

“’Having said that we are talking c

aacrcd issues here: informed consem

tonomy. fairness. patient prolectior
we can”! be flippant abou! the amou

time it ~akes. ”’

Government officials at the mectin;

many suggestions but fe~> concret,
swers. “These requiremems will c.

over time.”” said Roben J. Temple,

ciate director for medical policy ir

F. D. A.’S Cemer for Drug Et,ak+tinr

Rcsemch

Dr. Mdlnry agreed. ““This is a very
pkx rule !ha! we are all still trying !

der$umd. In [hc beginning, some o

effofls were no! as broad. tlut the

sites !hw interpret and apply the FUh

more ksscms we learn. ”
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New Study May Improve
Trauma Patients Outcome
A dult trauma patients

aniving 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 calledj Diasprin
Cross-Linked Hemoglobin
(DCLHb) to determine if the
product effectively improves
perfusion, reduces muki-
system organ damage and
ultimately improves mottali~
rates in trauma patients. The
product, produced by Baxter
Healthcare Corporation, is
prepared horn expired human
banked blood that is
chemically stabilized and
pasteurized and does not
require a cross-match before
admhistering. “It is a
hemoglobin-based oxygen
carrying solution which
improves perfusion when
infused acutely in severe
hemorrhagic shock model%”
says Maty Nan Mallory, M.D.,
Department of Emergency
Medicine and pficipal
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 Lzonard (i’e~)and Maw Nan Malloq, M.D. -
principal investigator, examine DCLHb, a blood-derived
hemoglobin product Porn Barter Hdthcare Coloration. .

including surgery and blood
transfusions. Up to 10 grams
of DCLHb can be
administered ve~ 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
transfimion requirements.
“Since most trauma patients
tend to die either within 24
hours or within the fust 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 200/0ftom
the current average of 40~0

based on the 28-&y mortality
mte seen in these ve~ 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 afier
being informed.

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

conthmed on page 4
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!“
&j’s directinvolve- .-s

ent, shehasbeenaskedto;
resentinformation to the ‘

A about publicizing the “
aiver of informed consent :

September29in j
etbeadayMaryland. :

The University of -
uisville Hospital plans to ;
01130 to 40 patients m the
dy CWeT a tW&YeSK period

approximately two to*

Ptients per month. ‘;
DCLHbhaa been

k
xtensively studied in earlier

omized trials involving ,
ore than 700 patients over
four-year period- Of the :

350 who received the drug,

R
few encountered temporary
ide effects, such as,

ess yellowing of the
skirt (unrelated to liver
damage), temporary

Lreddening of the urine,
us- and back abdominal,

_=_ rd muscle pain.
The natioml study

lam to include 35 trauma

l!!
ntera, with the University

f Louisville Hospital
ently being the only one

in Kentucky. The study
owa promise of increasing

k
riticdy low mod pressure

d preventing fur&her
getovitalorgansin

usna patients that have the.
greatest risk of death. ‘

kFor more information,
#act Dr. Mary Nan

Ma flo?y, al 1-800-763-4916.
L -K..QA’Q.-.2. -- .-.& .- . ...-

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

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

Announcements

D avid Seligson, M.D.,
Department of Ortho-

pedics, 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 probletm notably, the
cross sectional design of the
nail which prevents the distal,
unslotted end from being
extracted from the medulhuy
cavity. The problem he sites,
is preventable with a change
in nail design or the develop-
ment of absorbable implants.

Managing Pain Effectively
* ---
==-69- ; “unit of the hospital.

Staff were given
~.+ :

inaervices on the
operation of the ==+: Z.
PUMPS, and
competency tests
were distributed
as well as
checklists for the

~;~ :Z

pumps operation.
The patient controlled

analgesia pump, PCA II,
allows the patient to ticeive 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 O-5scale to a 0-10
scale. The 0-10 Visual Pain
Scale with Oindicating 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.

~ . . . ~-- - -—

Osteosynthes
Annual Meeting

- Of the Gerhard Kuntscher-Kreis
–,

and
Orthopaedic Trauma Association

13th Annual Meeting
Yriday, October 17- Sunday, October 19,1997..

Commonwealth Convention Center

1-
.“. , Louisviu% KY ,:. . “ ‘;-:,;””.-. ..-.+. .-, ------

.: .-:,. .- ....... . ’.....-.: >t ”..- . . . .. . . . . . .--- 1. -h. . .. - .. --.. --.-’+.-. ! - .... .. ..- ----- %......—
OTA is dea@wcl for traumatolodst ~eneral orthormdic

~.

urgeon%and those interested k-mu;culoskeletal &auma.
‘For registration information, call the OTA staff office at
(s47)69S-1631. ,..,7 ,+-;,.::-. ~~ v:,;,-”+;.*,,. ;~- ~j

lNIvmmY$~ + HosPITAL-
V El:~;~~,In this Issue

530 South Jackson Street
Louisville, KY 40202 ~m$~~~, KY ● New Study for

PERMIT #S79 Trauma Patients

● Sentinel Lymph
Node Biopsy for
Breast Cancer

● National Protocol for
Lung Cancer

● Managing Pain
Effectively
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This ts an ominous sign @r the mxttcat community

and our nation, which badly needs a physician work
fmcthatiabo thdivcr scandrcfkcti vcofoursocktyaa
a Wbok: said DcJotdan J. Cohen, ptcakknt of the
MMc, in anAssociatedPressnewsstory.

Cohen bcticvcs the dccxasc in applicants is clearly
linked to a decision regarding the University ofTcxaa
law school and to California proposition 209, Whkb

when passed by CaUfornia voters ended affirmative

action in CaUfomia state unWcrsMca.
In 1996, the University of Texas law achooi CaMC

unckr k for usimt dud-hack admission atandds fbr

region.
In light of Broad’s statement, what Lsthe KU

School of Mcdkine doing? Nothing realtydifkr-
cnt tlom before, Pcdcn S@ because the school
Wa5”ahc-adof tbc curve.”

“we aren’t changing aqthing because we feel
like we’re in good shape: hc said.”Wc have been
tracking this like President Btvad has a@ like
hcr,wcwant tomakcaurcwhatwc arcdoi.ng is
fah and dcfcnsibk and within thC spirit and letter

EEooffkcrand fcclour

■

derhwd fromhuman blood, The FOodand DrugAdmWm@m
which ts@cs oxygen. UrdikebkxxL’ haatcccndyrukd that, undcrstrkt
~ ia%catcd and tlltetcd to help pre- dmmsmca, unconscious patknta
vent disease tmnamhion. It does not whoscliws am btdangcr(andfor

Newdtwgtobetried
t’cquhecmas-matxso ttcanbcgivcnwhomtto onciaavailabk toglvc corF

uscofancw drugadminiatcrcd totrau- hnmcdiatcty. Itdtialatudies ontlliadtug ‘ scnt)tnayb cgivcttc~ltmat-

on some trauma patients mapattcnta with severe Mood loss. Iravealread ybeencompktc donhuman
APP*atCW 150,000 people d{c

mcntifthcm isnoaltcrnattve wtth 8
vohmtccrs to determine safety and cffcc- good chance of aucccsa.

Lcd by Dr.Juan March,rc=rchm
Tllcpurpose

each year duc to trauma,according to tivencaa. Some laboratory tests have Ofthtstrial istodctcrntlnc tfthia new
at the East Carolina Utthersity School Match, an amistant pl’ot&sor of cmcr- bccnnotcdto changcwtth DCLHbusc, drugcanptcvcnt ortrcattheharmftd
of Medicine aod Pitt County Memorial
Hospital will bcpdormingahutnan

gctxy medicine at ECU. Cumcntly,those ~m*ti~tit etTcctaof blood loss and shock.
withscvcrc blood loasandshockhmea Colddtndtcatc damage toorganaauchas Foradetaikd htftumationbookkt

drugtrialusing ancmcptionto dcathlatc uhighas40pcrcclm thcpattcmw anditvcr,o rtomuscka,but onthiaatudy, pkasccauxL”154.
infwmcd conscntforcm~ DiaapirinCross-linked Hemoglobin
rcscmh.lllcm acarchwiui nvoh’ctbc

it is bclkved that the benefits outweigh
(DCLHb)isa ncwcxpcrbncntal drug, thcacrtaks.
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Blood study
involvingLVH
getsCl#’tshod
■ Trauma research halted
because death rate was
higher. than expected.

By PETER NOAH
Of The Mornina Call

Thirteen Ixaumapattents at W
high ValleyHospital were tnvolved
in an experlm@aJ blood substitute
study that was baited by the prod.
uct’s manufacturer because more
patients died than anticipated,otfi-
cia.lssaid Wednesday.

At LW the first hospttal to par-
tiri te Lothe national study, about
JhvadtheticrHesJtheare
Carp. product HamAssist between
February 1997and February 1998.
Tbe anti amup received a lace-

&ho- saline solution- in ad uon
to staodai’dtreatments.

The -dy was one ofthe coum
trYs first to test a madicalproduct
withoutpatient coosent if it wasn”t
lmmedfatilyavailable.

Nationally,100patients with en

=wed morhwrateof40m-
cent were enrolledin tbe trauma
tr$al.whichwas scheduledto in.
elude8S0,HalfreceivedHemAssist.

TKesurvfvaJrates of the 13pa-
tients at LVHranged from60Per.
cent to 60 rmw said Dr.Robart

r&askowskchief medicalotTcar.
All receivedstandard care.

Thoughspeclik numbers weie
not avdlable,.the LVHgruup that
receivedthC OXy@?mXrrying blood

product matsbed tbe expectedsw
vtvafrate. me control gnmp bad a
higher.than.axpacted survival rate.

“We had the anticipated results
tIl tt~ OfOVe@ SUlViV4 but OUT
numbers are really toosmallto con.
tluds. anytbfng,”’ Laskowskq said
“Wedidn’t see any Xdvcrsetrem!a
or SXIYfavorabletrends. for that
matter.”

Thou t esortrauma vatietl
most sU.t$Q?fromguoshota,stab
woundsand kjuries &orocsuacci.
deuts. Mare patients who received

Piease sea BLOOD Papa ~ ➤

Willwarning precede
‘Dearly beloved . . .“?
~ It W-II if Lehigh County
kivvrnakergets his way.
Some scoff at the idea.
By MEGAN O.MAIZ
Call Harrisburg Bureau

Harrisburg - BewarKMar-
tiage maybe harmful to your
health.

That’s the massage state Rep.
Charlie Dent wants to gat across to
brides and grooms unaware of tbe
dangers of domestic violence.

The - Coun Republican
‘%said Wednesdaythat e intends to

tntroducea bill m Wrtngapplica-
$tio~ for mm ‘tenses in Penn-

Tbe messagewould read. in part ~
“The laws of this (hxnmonwea]th
effimnyour righttoenter into tMs i
marriageand. at the samethe, to
live wtthin the mamiagehe frum !
vrolenceand abuse. Neitherof you
is the property of mother.”

TM proposal has county mar-
riage bureau clerks prmntng.
Wbat”s next, they asked.

‘wa~~ Yow wifewill befat .

:&x%2%%m%dE%&’ ;
Please %a WARNING. PaW A9 ➤ ‘“
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Blood study gets cut sho~,
➤ ContinuedFrom Papa Al

ulentsare bs@ed why tbh-———’. 1%~ Pk bkssed with
!?dme ra and well-paid

ch workers, suddenly has
?aviolent and frightening

30Mwas me hnown for a
atoDlimtand middl~ass
ustns. Thea csme the tech.
boom.companies and
;, !Ladingnetghbortng Sw
Ieycrowded,foundattrec-
dqu~ and homes here.

.veslthy floclmd to the
developed tOIJing hills
is Ctty.In IVcent years,
fueled the consmuction of
Jeeustbmhomes, many
wsofSaa Francisco Bay.

t tho6eupscale ne lxx.
%MissionHe@t& w re

Araebcunbswere found.

m,a butlder who erajgrat.
ndfs more than 20 years
put up several of the md-
dollarhomes there.

zribed the rte.ighborhood
Iontousmfx ofdifferent
profession, but mncedes
barsofhls family have
Ilhavittg wtil the bomber

Ibasnohteationofm

_- n’t live scemd in the
$said.

maker said fourother
outh Dakow Kansas,
Nest Virglnta - i.odude
yti!=?a mamtage li-

the tdea was brought to
m by Kathy MacCon-
●X of Kathy’s Place, an
@based ill Fo@Wille
es tafot-mation about
dence issues.

m w- we have on
oleaca, the closer it

:%!%%--’-’b~$e
xrridy~p

it

hone.

5“5470
Q, 36S days a yew.

Hemmsstst died than those who
did not, said MaryThomas,a
spokeswomanfor DearfMd.Ill..
based BaxterhSkhCS!w ‘Slightly
more than 40parceat”of those
who recah?edthe HeJd@3t die&
Thomassaid.

There ts no evidence,however,
that a Correlating‘existsbetween
HemAssistslzldincreasedIaortali-
ty. she added,

DespiteBaxter Hesltbcare’san.
nouncemeat, H.emAsst.ststudies in
elective6ur@.es will cmNinue.
Stnce.Mcemberl% LVHhas had

&
17#uIl*:~timg;

SMOUdSOfblood10sS,SUCbSSbip
smdknee re lacem.eats.&OtiCm.

dPdr&od s Omiualpelvicprow

HanAssistis oneofa number
ofaxpertmentalbloodsubstitutes
expectedto save lives end ease

!&%%%%%22%%’#r
type, and becauseof a
berblgprooes%isvirt yb”

European Mn&slst trauma
studies, whichhave been tn place
f;os=o=utow years, will coattnue.

In Europi Wrnksist te admin.
lsteredat trauma sites, not at hos-
pitals, thereby limldag the
amount afnmepanerluerehl
ebocli before they recetve the Prod-

uct.
M* evaluating the ‘,

StUdY”SMO$n%s decided to ~t~.
Uetlletrt illbeca useresultswe.re
=COUl%i$@, LS9kOWSkisaid. “.\.

The dtsoontinued trial for trau-.
ma patimts was at Phase EL usu.
ally the last before a drug is con-
sidered for approval by the U.S. ●

Foodend Drug Admlatstration.

HamAssist”selective surgery
study is aJsoin Phase 311J ,,

HoePitals w- able to admitak
tar the Product without consent
from traunlA patients becttnae the;
FDAand the Offbe of Protection .
ofPatknt Rights watvedpatient ‘
eomeat for research of emergency
theraptm iu November 1996.

LVHspokeswomenConstance -
WaLkersaid if trauma patients
were not able to give consent, it
wasprovidcxlby family,or from ‘
the patient once hts or her coadi-
tiorl bnproved.Partict timl --- -

EceasedUconsent was ter denied.,:

Thomas sajd results of the Us. ‘“”’
trauma study will be made public:
Oncethedata are fauyenalyseri. -’.”

““Westtll bdteve that en m . ‘-’
mnawiw tiempy such as L
IllA55kt~ DO- klefit pa;
tientelike those irtthetrtal; ahe
@d. “However, we need to ~a..
lyzetbedatafutther anddeter.’:~.
rahlewhatk thabestwaytosafe
lytesttieprwkt.” . ..Y.

Its aspdngho Usc&mingsalewilh A
many itemspricedbeknowholesalcf ~

ed#clmpmak-Al!& mmmhfld
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Theriocaitiisiiibiiiondiiisiiri,’inttie~pipes a“il
wires” part of the utility, “kill be reduced by 20%.

ByHichHeidornJr. Lhroughimproved purchasing and
INqUIRES STAt’P WR17ER

$pm.
contracdng procedures .

Spnl Peco Energy officials promised Al?hough“30melayoffs will hap
*8*9, Yesterday that the lights would stay pen in the second half O(thk year,
awn. on ‘and the phones would ger au- @e endre process will take u to la
~’, : $wtred d itc a planned 20Je:ceht “~.q@mt&Jaqmuxe.said.
.i,.o: at$ffhg S&tj0n”hrlt3 loc ~.’ .!’When tie ~n se~ ~ ~~-~’~ti~-..

~q’r,: sill the ones who make sure
w lo -- PSCO‘officially smnotilided it everybody has electncitv at all
Act. wouldellminare 700of 3300jobs tn

ita distribution cantpatty.cuts that
dl affect everyone from bi!hng
cIarksand meter readers 10techni-
dans Wt10tqond 10gas odors

Semiorvice rssident Kenneth G.
#bWf!ECt @ %co dSO would CUT

lSOtemporary “’contract” workers
and cooso~dte its customer-aerv.
ice call cenzem end lls dkpatchtng
Centers for field workers. The com-
WY also dl seek to cut costs

dmu,* heaaidinan intt6iew.
Peco split its companyin rwo M

year in respouse to Pennsyhmoia’s
electrltxompedtion lawandlegisl-
tion thet wouldextendcompedtion
to retail gas cusromers.

The cuts, ConfirmedMondayand
derailedyesterday,affecItbe Tips
end wires”potion of the business.
which will remain a regulatedM*

‘%~&BtinorWectPecosuMd-

it wilkutii..-t..::.”. .’,

iaries mat run the generating
plants. buyand sell power in.whole
sale markets. and sell energy serv.
ices to large commercialand ind.w
trial ctiomers.

k@ S#atied and hourly UOplOy.
ees in the distribudon companywill
be trimmed by about 20 percent.

-.@’offs h the hourly rank$.fi be
_ based..on aenioriry.AManageti‘and
. profts.sion.alworketi will not kern

be able to
raIe cap se
PeCo’s wor
has been re
third ‘since

Sonte U
. and SSkS;”W
;th&2119&L

e@ic and

.dor up 10twomontbs whe&I@ the~” ~~~~
jobs ue safe, Lawrence said.

Be said that it w= uncer@n how :a-~=ojtit
manydisplacedworkers would ftnd
● home tn Peco’sUnrefrulatedsuh - ~~lY hard
aidhrlas and that it wo~ld ba up-~o
Peco’sboard O( directors whet!mr
a early-retirement plan or an.
hawed severancepackagewouldbe
offered.

Peco spokesman Neil McDermott
aaid tie curs were necessary be
cause the compsny M,s notfaised
ekCUiCfates Since 1989,and won?

Blood-substitutestudystopped
as trauma deathsare checked

Jlw&nTy,nRwm

AStudyiu whkkAsometrauma pa-
ti=t3 were given en e..pe~ental
blood aukdtute Wtiout thefr cou-
sent has been .ldmd because snore
of them died than padbts WhO,p-
ceivedsmda,rd care only.ihq.W
ufacrurer tibuneed yemerday.

The .fhte u- .:&*m-,w pardcl.

1?,;z.!qy:s~

!“*L in tientssuf e@g from se
vera bl00? I* in February lPP7.

The.study marked what research.
SiS Saf$ ~ the first dmt4 nnder
tiew gov~enr rules. that UJnn-
approfiiii %zedidne was edm.in&
tared & ‘eomeoae who was near
death ,~d unable to agree to the
treaQnent

in%i%%%lt!%%wl%!’al%

Xn making i’i announcamem,
HemAsslar mar.ufarrurer Baxrer
Healtbcare ~or?. aald researchers
had need Lhe product on about 100
trauma patientsout of a plannedto
tad of 350parucipants.

Ml the padentsWereaewrelyin-
jured - tictimsof autoaccidents,
ldfe and-gunshotwot@s, and the
IiM:.=-and had a high expected
mortality, Baxtersaid.
‘f’bcisawho received Iiemkais

alsoweregivenswdard rrsaonen~
while. the placebo group received
eund~ US@lU.StltOUly.

“Thepeoplewhowereinvolvedin
our stndylvere piitty sick fcdksto
Start with.- said Robert bSkOWSki,
a f,xt~ghValley hysfcianwho was

&involvedin the entA3sistdiaL
Although the nu@er of Lehigh

‘J%e~hO@&’%&! ‘$3%%
terms. of expectations,”Laskowski

toi.to determine what had hap
paled.

Amongthe factors being smdied
are the timing of administration of
HemAssist and other weatments.
and the range and severity of pe-
dqpts’ injuries Baxter eaid.

Thomas Scbmitz general xuan.
ager of Baxter’shemoglobin thera-
peudcs divisio& said the company
was confident that HamAmst ‘“win
be of critical impomance for both
surgeons end emergency-medfcine
physicians.”

A European trauma study wing
HmrAssh is Cotldnuing, as are us
mxtiesttsi,ngthe product in surgery.
patiscIk !kbm.itzsaid.Ba..er said it
still expectedto bring Hertiasist to
market in late 1999or.CAY 2000. ..

Thestock @ce of BqmerInterna-
tional Lnt=fail SL62Sto SSs.12sin
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It -“a question ui?ics of atrer-

@e mmiicine Imd asked before.
uconly one pnmirioneragreedto
dnnitto acezaa.id James Rnn%
magician *O ecmductd the t-
w, ~,wasahleto

~mil ‘-IQ1 pra~itione~. , . er

‘“gpraditioners shou[~ ,’&sclose
mew resub . to patients, ,@-rl-

‘party payem should question
.Whethcr they should pay for @s
procedure, and parients ‘should
=ve their money unks or until
additional honest expeximenmtin
demonsrtates ~ actual effeu” ,!l~~.. . ..

:TiredofLowService?
.~,:.. : ‘::,:

So was 1, so I got together with m %cnds and neighbors,
{and mmpiled a~hone list of our avorite semke providers. .

we call it Angies l,ti?. Now when wc need a lumber, auto ““
imeehanic, paimer or an other sewk.e provi er, we ..

&MUto see who our nei hors recommend. . > ,
W-ewould like to share-our list with you.

. .

●

->.,

‘“a

Lad kaslnc5ses “~ ‘:

334-LXYI’ :, ~~..
.-. (5478) ... . . .. . ..
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iiillfying Ii recerit“us “Suptwne
C2SLUI-n that favumd banks.

Thecotm dealt abl=touedit
unions irs”.Febmasywhen it NM
tit they could !s0 iOSl@T take

membem fmm outside a sdngle
- or cmwy., l%at case
ongmated in North Casmlti whm-i
~mrnrnunity banks allecla
- tin regulator. . .

Many barsks hailed the decision.
while cred unioos sought help
fmm Co~wirsgtheruling
threatened their existence. ;

The House n?qwsded over-
whelmingly to the appal, passing
legislation. 411-8,that would allow
credit wn.ions to amxpt outside
rnemkrs as long as they come
@m qmpmies or gqups-with---- Ai.

lnte~ior Flat Latex ]

“‘ ● Guaranteed on.ecm\~

‘” coverage ‘ ~ -w

● Rich, even finish

‘- . Sale Price S20.49
I

,:. . . .

Similar Savings on 5arhs.. ‘~ ‘-wzszzm
,..
>

@@em@5&~~~-
Super”Paint?

.. Exterior Latex Flat ,

● Onr+coat coverage -q

J ~? 2oYear Warran~ j ‘=/
,.;.:: $aIal m-cc 519.49 , . 1
‘“ - Sim[/af savingi on Satin, ” ;

~ !’. GIOSSand High Gion lar+. .
;) {+ ~i, ~ ‘: . ., p
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‘w Gu-- MANEED LOW Pi?

b-” DoN7 FORGETTO PAIN?THECEIUNG-
.,.,, $~apdtd’ Gik’sg Paint...~~ $430 SALE PF
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da ‘sissue of the journal cancer.

. . ... . . . . . ... ... ... .
&!06~e~~tsaid Dr. George Ac:

kesearctsers have MKrecosmizrxi mder of the National CS.cer I.SI
black women’shighe{death rate tute. ‘1-Iowelsewouldyou ~pli

i from b-t cancer rmd:ha~e-specu. tie disparhy)?’’.;- -. ~~7-->:
~f&?Y!7i7~*”?~.”i ,,j
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Blood-substitutestudvstouped~

AMociatedPress the studyunderfederalguisfeilms.
Tberacetofmda bloodsubstitute

HOUflON- A phannaceutisal has beersintense,becdse .arttfkisd
companyhaltedita s(ydyofa blood blood cou[d esse shq-ka es, elid-

fsub.stltute io U.+ emergency mom ,gste the ,need to matchb ood types
mhmts after dwmveritx they were and end the risk of contiunination,
ifyirwata 143herrqtettmii*ted

BsxteiHealthcareCorj.ofDeer-b&%!!&k%b$~J@!?
field,Tlll,.jded tbe stu y Tuesday ‘Thiswas reallyuoforesq” sii
after a renew of the fii 100parri$y . Dr. Matthew.Wall of Ben Taub’
pantsshowedpeople “v* the arh& .~rauma center. ‘This may qirnplyb
CMblo+ pr$rductjH%MMsIsLdkd ..@@atisticqlproblem in a very aek
at a gper ratethanthose,~$ @d gFoupof patiergswho alreadysw
not,racehfo%’5iid~~olniu, a with a highmortality,and the mo!
Baxierspokeswdlnam:’ ..::$’ tali may,be,qnrelmd,s0the

T~fs @J continsletitb etn#gen- t T‘~,Te study--wasdiscoritinue‘;
ts patientsin Erh-6peaiid.tith ,,Phase III testing, USUallythe h!

~~*4ijr@yp@.g~vetion %~~#,u,S.Fd~dD~ysttre.hit- stagek#ore a.drugis considered fc
ed S&t&$ tmc.arraethey.
no etidence of J higherdeathnt~

Bartter,had arstisipakd.that 40 N; si ifihnt robl;rnshad bee
“ P “‘i ‘

‘%XEA%%HZ%%%!2

perckntof the’%vsxely:.hsjursdpa- re O- mPhase and~ triala.;.
tient9 given Hemtss.ktWouid%2iet
ThoinaSWOUkfordysay y&WrSdayertke
that “about heff” of the 100W= rraym patient stidles, butspeculet
gh thc SU@ititUtEand “Q: htly ~that the ,wayayxgeqg,~e fs.pn

tsnoret@n40w2hxx#’ofth9se ed, :. videdma~bea,fqao:, .. . ....,
.: Thatmeansthat sf20patierslsgot

:Ik@@iSt atkt20 died. . r&!%RE’2mRE2&a&%;
The companyshssed that those, Msist’”isadm@istireddose - LisJ

J ““testedwereamohgshemoatgnvef 1 ;“ TItiomasaahi .% tbe Nte
illtrauma patients,andthit only~ &s,p@r@aretreatedafserthe
percent of tbe .aatson’s.em e.ncy. arrive M’!S@ tIrNpital.,They;@
room.patkmtscouldM .Mg%e for’+beeninshocklonger,”
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* A much-publicized U.S. Phase III trial of

Page 127

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-eelhdar 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 ~atients with
persistent, severe hypoperfusion despite aggressive pre-hospital infusions of
crystalloid 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 momdity occurred. One possibility
suggested by some trauma experts is that too many patients who had sustained lethal
injuries might have been randomized to the “HerrAssist” group; this explanation
echoes concerns that the heterogeneous injuries of patients with severe hemorrhagic
trauma could confound earnest 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 surgexy 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 crosshatching. 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 com atibility in crossrnateh
testing. Additionally, it was found that the red color of DCL/3 did not obscure the
visual reading for agglutination testing at concentrations up to 2.22 g/&, 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 direet inhibition of erythroid progenitor cells by
anti-Ken antibodies. They found that human monoelonal anti-Ken antibodies
and maternal serum containing anti-Ken antibodies significantly inhibited the growth.
of Ken-positive erythroid progenitor cells from cord blood, but had no effect on the
growth of Ken-negative progenitor cells. Anti-D antibodies did not inhibit hemato-
poietic progenitor cell growth in either Ken-positive or Ken-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 Trial
18:52:28,09 April 1998

Dow Jones News Semicc via Dow Jones

By Thomas M. Burton

CHICAGO (Dow Jones)--Twenty-four of 52 patientstreatedwithBaxter’sblood substitutein a
trauma-treatment trial died, Biwer oflicialstold Dow Jones. This compared with eight of 46 patients
who died afier receiving conventional trauma therapy in the same ciiical trial.

Earlier this mon~ the Deetiel~ 111.,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 motiality rate in a surgical trial in the U.S., or in another bial of
trauma patients being conduoted in Europe.

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

By contrast, the Baxter of?lcialssai~ the death rate of 17.4% in the “cmtrol” group - those treated
with conventional therapy - w lowKthan the predkted death rate of 35.5Y0,The company said it
had no immediate explanation for this disparity.

Baxter said it and it$ dnical researchers were @ attempting to explainthe cause of the I@
moxtality in the HemAssist group. The product is known to cause %asoconstriotio~” a tightening of
blood-vessel walls that leads to higher blood pressure, and some in medioinehave speculated that this
could be related to the higher monality.

The company has said, however, that the deaths do not appear to be related to this phenomenon. And
some doctors even consider this tendenoy in FknAssist 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 dWerent
from each other.

For instance, some of these doctors speculated that perhaps more patients with severe head iqjuries
were assigned to the HemAssist group instead of the oontrol groupand 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 tire,

Baxter said, thoufi that it still plans to market HemAssist if and when it receives regulatory approval
for marketing in the U.S. or Europe, Baxter aiready has constmctedaS110-tnillion production plaint
in Neuchatel, Switzerland, that is dedkated to making HemAssist.

1of2 Mm $s1 PM
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Bloodsubstitutenot
asgood as predicted

HOUSTON —Apharma- “
ceuticalcompanysaidFriday
thatnearlyhalfofemergency
roompatientsgivenanex-
perimentalbloodsubstitute
diedinanationwideCEnkaltrkd‘

jz%t%’1’l;k%%vsiz
‘criticallyillpatientsgiventhe .
substituteknownasIIemAssis$
24di~a462 percent morldi~
rate,IkucterHealthCareCorp. .
saidinastatement.!t&North‘,
suburban Deefieldcornp~y i” .

hadprojected42.6 ~~n~ ..
mortalityforthecmticzdlyill“
‘patientsinemergencynxmw
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Blundering blood substitute experi...hia Business Journal --1998-04-06 htip://www.amcity .com/philadelphitistories/cuwentieditorial 1.html

April 6, 1998

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.

Ok to be a plaintiffs 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 produc~ 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 filly understanding its efficacy or
lack thereof.

Confronted with the facts today, the doctors at Lehigh don’t do much to raise
our cotildence, 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.

1 oi’2 04108/98 15:54:44
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Somebody get this guy some oxygen, stat!

01998, Philadelphia Business Journal

More Editorial~

04/08/98 15:54:45
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iBloo&substitntestudyis stopped
I
I More patients who received the ~roduct “tied
~than of those who received standard care only.

.,-. . . . .. . . .
@yDonnaShaw’ - . The study marked what research-

l?JQUIRER $TAFF WRITER ers said was the .fim time, under
Astudy in which some rrauma pa-

tients were given an experimental
“blood substitute without their con-
sent has been halted because more
of them died than patiehts who rs
ceived standard care only,the man.
ufacturer announcedyesterday.

The first tJ$. hoapiml to partici.

K
are in Lhestudy was Lehigh Valley
ospital in Allentown. Lehigh Val-

ley began to use the producr, Hem-
As&st,in patientssufferingfromse
vere blood loss in February 1997.

new government rules, thq an un-
approved medicine was a&ninie-
Iered to ,sameone who was near
detitb and unable 10 agree 10 T-be
treatment,

The federal policy, which went
into effecr in November1996.allows
emergency roomsto use .’promising
experimentaldrugs and medicd de
vices” on patients in Life-threaten.
ing situations.

In making its announcement,
Hemkist manufacturer Baxrer

Healthcare Corp. said researchers
hsd used the prodrtcl on about 100
lraurna pa~ients oul of a planned lG
Isl 0! SS0participants.

M tlie pa?i.entswere severelyin-
jured — victims of SUTOaccidenL$,
knife and gunshot wounds. and rhe
like - and hatl a high expected
mort~ry, Baxfer said.

Those who received HemAssisr
also were given standard “treatmen~,
while the placebo group reCeived
standard tremnent only.

‘The people who were involved in
m study were pretty sick folks to
start whh,” said Robert l.aalrowski,
a Lehigh Valley physitian who was
involved in the HemAs~. trial.

See TRAUMAon C2
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Companyhalts
itsstudy”of
bloodproduct

TRAUMA from’Cl
Although the number of LehiEh

patients who partidpated was sm~l,
‘we were right on the mark in
termsof expectations,” Laskowsk
said. “. . .The only mu-prise TOus W*
that Baxter stopped the uial.”

The Deetiieid, Ill., company said it
was working with cW inveMga-
tors to determine what had hap.
pened.

bong the factors being studied
are the dining r.ifadministration of
Hemmsist and other treatmen-k
and ti range and sevexity of pa.
tielIB>injuries. BaxTersaid.

Thomas .Schmitz. general man-
ager of &rxwr’s hemoglobin thera-
peutics division, said the company
WaS co~d~l ~af Hem-t ‘will

be of critical imponance for both
surgeons and emergency-medicinb
physicians.”

A European trauma study using
WmAssist is continuing, as are US.
Studks using the product in surgery
patients, SchmiU safd. BaxTersaid it
still expected to bring HemMsisl to
market in late 1999or early 2000.

The stockprice of Baxter Interns.
tional Inc. fell s1.62s 10 S.5S.125in
trading of 1.69million sharqs, more
than [tice the recen~ avcrgge.

——.
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TECHNOLOGY& HEALTH.

ds a U.S.Blood-Substitute Trial
.1
.1

. SyTbOMAEMI@UIDN

+
hojfRWWtrTti’Jn%w = JOURNAL

BaxterIatamtt
‘ended en edvaDcatfU.6.” ;c!%%%d!%’i$
~tJlooctWbstthsle Ior EeWeiy inJsreII WY
,&.nts nfter kireeorngmy ftrunda htguer
+deathrfsteWng thomi$tvanthe product
:thanttso9e “ if6f&6c)dard@WrsPY.

Ttsede?

“$

t w611a r~aalback
to Baxter. ~hlalwh furtiw ng of any
wcwnpstnytrsconductfnfiau ttnlcrdtrlabs.
h%e Deerfleld, 111.;co baa afready
;ftnished buiidlnff a$110 Ion factlkyIn
lWuclsate}, Switzerland, to nsarndactum
~the bloodsubstihtte.
# While aeriouu, the abrupt can6i4@f 01
tfthestudy down’! necesaarlly spell so end
:!to Baxter’s pmdott, roiled HamAesfsL
:lThat. Is because Baxter already has two
~other clinhl studies under way for

HemAasfalend said lt Iussm’[encountered
suIysafety pmhleme in either.

Ttia company tseoenrulled 100or more
pettents br each of those stad!ets, one
deallng with trauma P. Wents in SUMPI%
tfse other wiLhwrgicei patients In the
U.S. Tom B@.rwlta,@rrerat managerof
iMxter’s hesnogIobln-therapSuUcadlti-
sion, suld . no safety concerns bNe
emerged to citbor of Wee atudlea and that
tbe Cssmprmytntendstoproceedwith devel.
optng HemAsalaL

fkkh.lg &tBIWXW
The muffs In the U.S. trauma sludy

left doctors at setter and In h@iW
traumasectt0n9 wondeJt6Sgabout a e~
plarmtlon. Ba%terdidn’t dlsclme the nm
ber of excess denths in tbe MurMssi61
KVOMP.but seld about 50 patienta received
HernAsaiat end W otfrera received atan-

dani treatmenl for traumallc injuries
tike.gundwta, knife wounds and car ncci.
detds. The compNW ended the study afwr
an independent safety committee advised
ii of the increased deaths in theHemAsslst
group, and said there was less than a 5%
Iikelihcadthat Usts was due to chance
rdone.

Baxter% producl unues frwmoutdated,
dona[ed human blood. Hetvtogfohin, the
oxygen-carrying component of bioti, is
cbemicaUy altered [o produceHemAssisl.
The idea of such biood subs!itules is
that they carsact Itke human blood,bul not
carry lhe risk of irsfectiow and the nefxt [or
ttmwconsum”mgIyping and cross.makh.
IOE normakiy associated witi donated.
bl~d, ..!

[n New York StockExcfsange~n~i~ife
tredins?m%terdnY, Ba%terShn!% ciosednt..-

, 4own’$1.6r5. ‘“
(w im? ttrirehat

e ortificlal bf@ pm~.
! ucfs made by severai competitor have an
I wrwarded side effect catted “vwocons~e

IIon” - a narrowingof blood vesselsth~i
increases blood pressure, However, Mr.
Schmitzsaid this Iendenq doesn’1appear
related 10the deaths tn the imuma study.
Some doctors achsalty consider the effecl
an advantage, since lhe severely hsjwed
palienfa in the study had suftered blwd
loss and Iheir bkrorfpresvum had fafien.
hlr. Schmits said Baxter Is aludying [he
medirmf recosvls O( patients 10 seek rm
explanation for ihe increased mortatitv.

PrwbIemst.n(!rcatig TJIflS ‘”
David Gans, a suqgeonal (he UIriYer-

slty of Maryland’sShock-TraumaCenter
in Baifhrmre und a participant In Ibe re.
aeerch. said [he study’s cancellation may
simply Illustrate howhard it Is tocomdrucl
a clinlc~ trial wilh severely hs]ured pa.
tienbi.
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“’The problem is, we ‘would iike the
patients 40 he homogeneous,but trauma
pnlients eren’~” he said. “1 pe~onalty
be[iwe Hem@slal ash as a skofIg drug,
and tbal it works.” He speculatedit is
posstbte, for example, that too mm pe-
ttenta with especially severe head tr@rjes
from car accideo&or other blunt trauma
mighl have been Insdvertentty aasigned
to HemAsalsl therapy,asoppossciSobeing
put Into the control group.

JohnSasrefL director of the trauma
a&vice M Cnok tMnty .HoapMal in Chl-
cego, said he wsa extremely surprised by
the unesspec?.ediyhigh deWs rate, “Baxter
aiready d.id.~e safety Mats, and Usesafety
trtais went @re,” he seld.

Baxteranit aevernfo~er rn~or playerd
contlmte to pursueworktowardproducing.
btoodsubstitutes,beileving.ths!remey
uttisnatelybeta mfitib!itton.dotiar market
for the productsbothfir trauma and surgi-
cal patieots.Ekaxter@id it still believestt
ia on track !& poeaJbjama~eting approval
for HemAsslat In iat#lWBor‘X)00.either In
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Company Press Release

SOURCE: Baxter Healthcare Corporation

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

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

DEERFIELD, Ill., March31 /PRNewswireJ-- Baxter Healthcare Corporation announced today that it has ended its U.S. Phase III trauma trial
investigating the efficacy of its oxygen-carrying solution, HernAssist(R)(DCLHb), for the treatment of severe traumatic hemorraghic shock.
Baxter deeided 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 pa~nt 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 coni%ht that HemAssist(R)(DCLHb) will be of critical importance for both surgeons and emergency-medicine
physicians.

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

lof2

Baxter continues to expect to bring HemAssist(R)(DCLHb) to market in late 1999 or early 2000.
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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)(DCLHb) in the hospital after patients had been in shock for

II

ii
much longer periods of time. The company noted that in light of the U.S. trauma results the Europeantrauma study has been evaluated by its

j!
ii

independent data monitoring committee and that committee has determined that the trial will continue on course.
II
~~
II 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
II
II wounds – and had a high expected mortality. Patients involved in the HemAssist(R)(DCLHb) trial were among the most severely injured of allII
~~ 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.
ii

II
,, 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
11 and Drug Administration (FDA) governing clinical-research practices in emergency medicine. These regulations are designed to protect patients’II
II 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 invoked in the trial worked with their communities to inform them about the potential risks and benefits
of the HemAssist(R)(DCLHb) trial. The results of the U.S. trauma study will be made public when the data are fully analyzed.

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

Baxter Healthcare Corporation is the principal U.S. operating subsidiary of Baxter International Inc. (NYSE: BAX - 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-: 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 tedmological advances in the medical
field, product approval, demand and market acceptance.

SOURCE: Baxter Healthcare Corporation

Back to Main Page
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Clinical Update

As part of Baxter’s continuing commitment to provide information about its U.S. Phase III 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
(DCLHb), for the treatment of severe traumatic 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 cmnrnittee, 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.ed~d.

.
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=Baxter Reports High Mortality In HemAssist Trial

18: S2:28, 09 ApriI 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-treatmenttrialdied,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 Deerk.ld, Ill., company suspended the U.S. trauma clinical trial of HerrAssist,
Baxter’s blood substitute produ~ because of the unexpectedly high mortality rate, However, Baxter
has noted thatit obs-ed 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 contr@ 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 EIeasist group. The product is knownto cause “vasoconstxictiom” 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 sai~ however, that the deaths do not appear to be related to this phenomenon, And
some doctors even consider this tendency in HemAssist to bean 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 - becausethe 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 stabsticsd 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 Mure,

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-rniUon production plant

in Neuchatel, Switzerland, that is dedicated to making HemAssist.
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MED-US-~ficial BIoode ,0422
Blood substitute mortality results released

——-.

HOUSTON Apharmaccutica! company widtit~ly Mfof
emergency room @ents given an experimental blood substitute died
in a nationwide chn.ical trial slightly more than the projected
Inotity rate.

Of tic 52 critically U atienta given the substitute known as
HemAssist, U died, a 4? .2 peroeat mortality rate, Baxter
Healtbre Corp. said Friday in a statement.

The Deerfield, Rhnois, company lx! projected42.6 percent ,
mortalityfor the criticallyiIlpatientsin emer~encyrooms.

Bax@ Healthcare halted its own clinkd mal in the nation’s
em~q rooms on April 1 afkr reviewingdata on the fmt 100
traumapatients enrolledin the study.

At the time, the companydid not releasethes “ c numberof
deaths in the U.S. emergencyroomstudy,onlyc tithad
antieipawdabout 40 pa’ecnt giventhe substitutewoulddie.

However, other trials invoIvhg electivesurgery and
emergency-roompatientsin Europecontinuebeeausethe death rates
there are statistically unremarkable, the rxxnpanysaid.

Bax!er Healthcare spokesmm Mary Thomas said the company is
stil~~ to demnrdne why more U.S. atients who received

f?KemAssist died than those give the arti cial blood in Europe.
It is thought that ~u$e doctors ride in European ambulances,

the substitute is admu%emd more quickly to a dying patient.
Several emergeney rooms across @erica, including Houston’s Ben

Taub HospiM, had askedif they add help test the bIood
substitute. Some 17 other hospitalswere part of the study before

F
it was stop

Of the 00 patimts in the LuJtti U.S. study, 46 were in the
wmtrol group that didn’t receive HanAssist. Of those, 8 died,
resulting in a 17.4 percent mortrdi~ rate, far below Baxter’s
anticipated 35.5 percent death rate,

Baxter Healtheare stressed that only 3 pereent of Armies’s
em-q room trauma patients could be eliiible 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,
e~ the time-cmnsurningneed to match blood ~ and wipe out
the risk of contamination. AJso, members of some religious groups
refuse to accept transfusions of human blood.
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Near~y half ~ie~ in artificial-blood Study Firm unsure why zesults
were worse in U.S. than in trials done in Europe
----

04/11/98
The Dallas Morning News
STATE
25A
(Copyright 1998)

HOUSTON - Nearly half of the emergency zoom patientsgiven an
experimentalblood Substitute ~ieci in a nationwide clinical trial,
statisticsrevealed Friday.

Of the 52 criticallyill patients given the substitute known as
Iiem-Assist, 24 died, a 46.2 percent mortality rate, Baxter
HealthcareCorp. said in a prepared statement.

The Deerfield,Ill., company had projected 42.6 Percent
mortality for the critically ill patientsin emergency rooms.

Baxter Kealthcare halted its own clinicaltrial in the nation’s
emergencyrooms on April 1 after reviewing data on the first 100
trauma patients enrolled in the study.

At the time, the company did not releasethe specificnumber of
deaths in the U.S. emergencyroom study, only that it had
anticipatedabout 40 percent given the substitutewould die.

However,other trials anvolving eleccive-surgery and
emergency-roompatients in Europe continuebecausethe death rates
there are statistically unremarkable, the company eaid.

Baxter Realthcare spokesman Mary Thomas said the company M
still t.xyingto determinewhy more U.S. patients who received
Xem-As8istdied than those giwen the artificialblood in Europe.

It is thoughtthat because doctors ride in European ambulances,
the substituteis administered mote quickly to a dying patient.

Severel emergency rooms across the nation~ including Houston’s
Ben Taub Hospital,had asked whetherthey could help test the blood .
substitute.Some 17 other hospitalswere part of the study before
it was stopped.

Of the 100 patients in the halted U.5. study,46 were in the
controlgroup that didn’t receive liemAssi8t. Of those, 9 died~
resultingin a 17.4 percentmortalityrate, far below Baxter’s
anticipated 3S,S percent death rate.

Baxter Healthcare stressedthat only 3 percentof the nation’s
emergencysoom trauma patients could be eligiblefor the study
under federal guidelines.Those tested were among the most gravely
ill trauma patients.

The race to find a blood substitutehas been intense because
artificialblood could ease the effects Of whole-blood shortages.
eliminate the time-consumingneed to match bkood types and wipe out
the risk of contamination.Also, members of some religiousgroups
refuse to accept transfusions of hvman blood.

P. 11/23
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titificialblood mortality rate xeleased/ More than 46 pcxcent died
when given substitutein clinicaltest
----
04111/90
Kouston Chronicle
3 STAR
23
(Copyright1998)

Nearly half the emergencyroom patientsgiven an experimental
blood substitutedied in a nationwideclinicaltrial, statistics
revealed Friday.

M the 52 criticallyill patientsgiven the substituteknown as
WwaAs~ist,24 died, a 46.2 percentmortalityzate, Baxter Ilealthcare
Corp. said in a prepared statement.

The Deerfield,Ill., ccmpanyhad projected42.6 percentmortality
for the criticallyill patientsin emergencyrooms.

Baxter Healthcare halted ics own clinicaltrial in the nation’s
emergency rooms on April 1 after reviewingdata 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 percentgiven the substitutewould die.

However, other trials involvinge~ective-surgeryand em.ergency-
room patients in Surope comhue because the death rates there are
statisticallyunremarkable,the companysaid.

Baxter llealthcarespokesnanMary Th@nas said the company is still
trying to determinewhy sioreU.S. patientswho receivedRemAssist
died than those given the artificialMood i.nEuxope.

It is thovght that becausedoctors ride in Europeanambulances,
the substituteis admini.ateredmore quicklyto a dying patient.

Several emergencyrooms across the nation, includingHouston’sBen
Taub Hospital, had asked if they could help test the blood
substitute. Some 17 other hospitalswexe part of the study before i~
was stopped,

Of the 100 patientsin the halted U.S. study, 46 were in the
control group that didn’t receiveRemAssist..Of those, 0 died,
resultingin a 17.4 percentmortalityx%te, far below Baxter’s
anticipated3S.5 percentdeath xate.

Baxter Healthcare mressed that only 3 percent of the nation’s
emergency room traumapatientscould be eligible fox the study undar
federal guitfelinee.Those testedwere among the moat gravely ill
trauma patients.

The race to find a blood substitute has been intensebecause
artificialblood could ease the effectsof whole-bloodshortages,
eliminatethe time-consumingneed to match blood types and wipe out
the risk of contamination.Also, members of some religiousgroups
refuse to accept czansfusionsof human blood.
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Blood substitute test rasultg: Death rate tops
----

expectations

04/11/98
The San Diego Union-Tribune
1 2 34 5 61
A-7
(Comm@ht 1998)

il&JSiON-- A pharmaceuticalcompany said yesterday that nearly half
of emergency-roompatients given an experimentalblood substitute
died in a nationwideclinicaltrial -- slightlymore than the

projected mortality rate.
Of the 52 criticallyill patients given the substituteknown as
HemAssist,24 died, a 46.2 percentmortalityrate, Baxter Healthcaze
Corp. said in a statement.

~he Deerfield, Ill., companyhad projected42.6 percentmortalityfor
the criticallyill patients in emergencyrooms.
Baxter Healthcarehalted its own clinicaltrial in the nation’s
emergencyrooms on April 1 after reviewingdata 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-roomstudy, only that it had anticipated
about 40 percent of those given the substitutewould die.
The race to find a blood substitutehas been intensebecause
artificialblood could ease the effectsof whole-blood shortages and
eliminatethe time-consumingn~ed to match blood types.

P. 13/23
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Metro
Fake blood death rate released
----
04/11190
San W’konio Express-News
Metro
030
(copyright1998)

ROUSTON - Nearly half of the emergencyroom patientsgiven an
experimentalMood substitutedied in a nationwide clinical txial, -
statistic.erevealedFriday.

Of the 52 critically ill patients given the substitute known as
HemAssist, 24 died, a 46.2 percent mortality rate, officialswith
>Xter HealthCare corp. said in a preparedstatement.

The Deerfield,111.. company had projected42.6 percent mortality
for the criticallyill patientsin emergenoyrooms.

Baxter Healthoare halted its own clinical trial in the nation’s
emergency rooxns April 1 after reviewingdata on the first 100 trauma
patients enrolled in the study.

At the time, the companydidn’t releaaethe specificnumber of
deaths in the U.S. emergencyroom study, only that it had
anticipatedabout 40 percent given the substitutewould die-

Rowever,other trials involving elective-surgery and emergency-
room patients in Europe continuebecausethe death rates there are
statisticallyunremarkable,the companysaid.

Baxter HealthcarespokesmanMary Thomas said the company still is
trying to determinewhy more U.S. patientswho received HemFissist
died than tho~e give the artificialblood in Europe.

It’s thought that because doctorsride in Europeanambulances,
the substituteis adachisteredmore quicklyto a dying patient.

Several emergencyrooms across the nation,includingHouston’s
Ben Taub Hospital,had asked it they could help test the blood
substitute. .%me 17 other hospitalswere part of the study before
it was stopped.

.Ofthe 100 patienta in the halted U.S. study, 46 were in the
control group that clidn’t receive HemAssist.Of those, 6 died,
resultingin a 17.4 percentmortalityrate, far below Baxter’s

anticipated3!5.5percentdeath rate.
Baxter Healthcarestressedthat only 3 percent of the nation’s

emergency room trauma patientscould be eligible for the study under
federal guidelines.Those testedwere among the most gravely ill
trauma patients.
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ALMOST HALF THOSE ON BLOOD TRIAL DIED
Charlotte Observer (CO) - Saturday, Apd 11, 1998
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- A pti=lltid -any S&d Friday that&y hd.fof

emergenoy room patients in a tiomvide clinical trial given an
experimental blood substitute died - slightly more than the projected
mortality rak

Of 52 (%iti~y ill psti~ @VeXItbe substituteknownSSHfxm@is$
24 ch~ a 46.2 percent mortality X Baxter Healthcsre Corp. mid in a
statement.

The Deet5eh&JIL, oompsnyhadprojected42.6 pemcntmortality h
the criticallyill patientsin emergenoyrooms

Baxter Healthmre halted its owo ciinical tid in the nstion’s
emergency rooms on A@ 1 after rewiewingdata on the fust 100 trauma
patienta enrolled in the study.

Kingsmento @ fights,royaltiesto Imie, Lou@

PASADENA C.aM - Nearly 35 years after recording the rod ‘n’rolJ
great “Louie, La@” the Khigsmenwill p backthe rightsto the soog
and their iirst-ever royalties

A ftieral appeaiacart Fridayupheld a Los AI@csjudge’s 1995haling
that the still-functioning group has the right to canceltheir contract
with several smallrecord amtpanies that haven’tpaid it a dime in decades.

P. 15/,23
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The band that recorded the hit version of the rock standard in 1963
signed awmbl%8W wm~dtiphde tiati&9p-ti
of the pro&.sor licensingf= fi-omthe sword.
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St. L.OulePotm-Diepatch, April 12, 1998

shore up social Security. Sanford said workere could invemt the money privately
- in stocks or mutual funds, for e=mple - and *cam far greater return9 than
today’s Social Security system. l’heytake away the ownership of retirement
savings from Uncle Sam and give it back to the individual.!’

Oeapondentteen-agerkills himselfafter wild car ride

Parents in Providence,R.I., couldn’tsave the life of 19-year-oldJesse
FrizzelZ,who killed himself after a wild ride in a family car with his
screamingfather clingingto zhe hood. Prizzell’s father and mother, a
psychologist, said they knew he -s despondent after breaking up with his
girlfriend.Ra-d Frizzell searched for his son and found him 7Tnxmday, after
the young man had bought a rifle. They Cueeled over the car keys end the father
jumped onto the carhoodwhen his son drove off. During the subsequent 15-minute
ride, which reached epeede up to 100 mph, the cean drove through red lights,
went the wrong way on one-way streeteand weaved around cars, palice #aid. The
chine endad whw police clomed in. After stopping the car, spilling his father
off onto the ground, the teen locked the doore and shot himself in the head,
police Said. He died ~iday night, three days before his 20th birthday.

woman gem prison term for stanfing her daughter

A ~udge in Rochester,N.Y., 8entenceda woman to five to 15 years in prison
for axanfingher 5-year-oldretarded daughter. Supreme Court Judge William
Bristol recommended Gloria Gross S=e her entire sentence,rebuking the
39-year-oldmother for subjecting“yourown helplessdaughter . . . co a long
and agonizingdeath.” By the time 5-year-old Tonya Daniels died of malnutrition
last summer, she weighed 23 pounds. The girl was diagnosedwith cerebral palsy
during infancy. Gross =B convicted of aecone-degree manslaughter in uarch after
a four-daytrial.

Juzy awards women 6 6 million in police mhooting caee

A federal jury awarded $ 6 million to a woman who sued Boynton Beach, Fla.,
after being shot eight times by police in an incidentthsc triggereddays of
racial unrest in 1987. Jurore concluded Friday that the city and cwo officers
violated the civil rights of Betty Willingham as she ca!ne out of her house with
a knife and approachedan officer who was fightingwith her brother. Ilae
8hootingwae followedby sniper and mck-tiwing attacks cm police cars in a
predominantlyblack section of Bqmton Beach, 50 miles north of Miami. The jury
said the city violated Willingham’s civil rights by refusing co train. supenfise
or discipl~ne its officers.

Nearly half of patknts who got blood aubatitutedied ~
‘1

Nearly half of emergency room patientsgiven an experimentalblood”substitute
died in a nationwideclinicaltrial - slightlymore than the projected nmrtality
rate, a pharmaceuticalcompany said. Of the S2 criticallyill patients given the
substituteknom as liemAssi8t,24 died - a 46.2 pert-t mortality rate - Baxter
riealt.hcare Corp. said in a etatemem in Houston on Friday. The Deerfield,111.,
companyhad projected 42.6 percent mortalityfOr the criticallyill patients in
emergency rooms.

GRAPHIC: PHWI’0, Photo from T’HBASSOCIA~D PRESS - FrancineAMerette, 1 1)2,
cries for her mother, letting everyoneknOW she has no desire to have her
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HEADLINE:24 OF 52 DIE IN TESTS OP BLOOD SU8STIT’UTE

BYLINE: F- Tribune News Ser=ricea.
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BODY:

4
A phaxmaceut ical company has reported that nearly half of emergency roan

atiuats giwm an =perimntal blood eubm itutedied in a nationwideclinical
trial--slightlymore Chan the projected mortality race.

Of tie 52 criticallyill patients given the substituteknown as HemAssist, 24
died, a 46.2 percentmortality rate, Baxter HealthCare Corp. said in a statement
Friday.

‘rhe Deerfieldcompany had projected 42.6 percent mertalicy for the critically
ill patients in emergency rooms.

On April 1, Baxter Healchcarehad halted its cmm clinical trial in the
nation’s emergency roome after reviewingdata on the first 100 trauma patience
in the stw3y.
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As pm of Ba.xteds continuing commiment tn provide information about its U.S. Phase

III trauma ~ which was conductd under the E&IS and FDA’s excqxion to info~

;, ument re@atiOq the following is a&al update...
. .,..- &pwioldyamloun@ Baxter has ended its U.S. Phase XIItrauma uial investigating

1.( the e.f6caq of its Oxyga=mying Solutiob EkmWlst“ (DCLHb), fix&c treatment of
me Vsumatl“CkMO!Yha#Cshock D- decidedCOStOpChi?m WhiChbad elKOkd
apprd,tnar.cly 100 of its expcaed 850 part+rq folhving anintdn datareview by

the trial’s “dependent data monitoring committee. The committtt found that patients in
●

the Uatlnent group had si@fIcalltly immased motity compared to those in the mMXOl

b

hiysi.sofimimpati- data bytihd-h~gmema
publishedmodelof predictingoutoomesin traumapatients(IRISS) thazcombii
physiologicandanUWnic-mofiQwy severityaadag:indiWethe predicted
modityintha tmatmem~p was 42.6 prsccat with an obsewed mortality of46.2
p-(24 of 52 patients). The predkxti mcddy in the cmrcd group was 35.5 per-
with att observed momlity of 17.4 peceat (8 of 4+5@em.$).In additii other indicators
of injury W* were cottsidcred and although some di&mces were noted between the
two grou~ none were dti- enoughto indicatewhy the treatment group had a
highet mortality rate than the coutrol group. Further analysk ofthcse data is ongoing.

As previouslyindicatcx!two addhionsladwncedstudiestestingthe e%icaqof Henu4@t
areongo-ing.

Bmhr~~ti_~_npbrtoti~_M@~

responsibtitics aczOr&ng to regulmtiom - to cxcqtion to infbmed consent. “
&iditionsUy,Bamcrintendsto providethe uxnpletechid resultsin scicnriflcibmrns
and to dishibute ofthc resultsin the commmitk inwhkhbti took placc.The rtdts
alsowillbe pubbhed on the U.S.tnuma trialwebsiteat http.lldclbb.er.uic.edui.

4/9/98

—_



.=——..

RPR 14 ’98 13:E3 FR
TO 92705306 P. 20/23

BAXTEWI-fE\fASSIST@ (DCU-lb)-. P,\GE I

-—

daxter
FOR IMMEDIATE RELEASE

lMedtaconuct: !May Thomas. Biixter. ~8J7 1948-2815

Investor contacts: Neville Jeharajah. Baxter. [8~7) 9.$8-2875
Mary Kay Ladone, Baxter. (847) 948-3371

BAXTER ENDS U.S. TRAUMA STUDY OF HEN’fASSISTWDCLHb I

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

DEERFELD. 111..March 31. 1998- Mx[er Heahhcare Corporation

announced today that it has ended iu U.S. Phase 11]trauma Iris! investigating [he

. efficacy of i[s oxygen-camying solution. HemAssis@(DCLHb), for the wea[mentof

severe trauma[ic hemorraghic shock. Baxter decided to s[op [he [rid, which had

enrolled approximately 100 of i(~ expected 850 pmicipams. following an in[erim dJw

review by the [rid’sindependentdutamonitonngcommittee. The committee found

[hat pa(ien[s in the treatmen[ group had un increused motmdi(ycompared to [hose in

[he control group.

Baxter and its clinical lnvcwgwor~ urc studying [he dma 10beuer understwtd

why [here was isdiffercme in mrmdl[y beluecn the pittie~t groups. They we

ass~s:lng the impac[ w m~ny fx-mr~. includln: [he combined results ot [he [riiil”*

design ~nd pro[ocol. lhc [lmin~of [ht ~UmlnlSlrti!wn of Hem~ssis[S[DCLHh} md

- more .
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BAXTEIUHE}lASS!ST@( DCLHb) -- PACE 2

other medical [reatmems. the wide range of pa~ienl injuriesand [he seventy of p~[len[

injuries in [he two patiem groups.

““WCareevaluatingoptionsforuauma applicationsintheUnitedS[a[es.-”said

Thomas Schfi~z.Ph.D..general manager of Baxter’s Hemoglobin Thera@utics

djvisjon. .-We are confiden[ tha[ HemAssis@(DCLHb) will @of critics! impcmancc

for both surgeons and emergency-medicine physicians,

..The European wauma [riaL where physicians are administering

l-iemAssm@(DCLJ!b) al the trauma si[e. is continuing on [rack. Our U.S.

surge~ trial moves forward as well.’”

Phase 111

Baxter continues to expect 10 bring HemAssist@(DCLHb) to market in la[e

1999 or early 2000.

Significant Diflerenc= in Emergency Care

The ongoing European trauma trial is investigating !he produc[’s efficacy in

the pre-hospital setting. where doctors administer the product as a first-line therapy aI

the wauma site. In contrast, U.S. doc[ors infused HerrAssisKli@CLHb) in the hospital

after pa[ien~$had been in shock for much longer periods of time. The company noted

{ha[in light of the U.S. trauma resulIs Ihe European trauma s!udy has been evakued

by its independent data monitoring commmee and that commiuee has determined that

the [rid will continue on course.

The patients enrolled in [he U.S. traumu [rial were gravely ill -- vic[ims of

severe [raumti. such as mo[or vehwlc ~ccldcnti. knife and gun shot wounds -- and had

~ high expec[ed monality. Pmitnl\ Involved In Ihe HemAssis@DCLHb) rrial were

- more .
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among the most severely injured of all traum~ ~ictlms. Wl[h only abou! 3 percent of

all wauma patients eligible for uid incluslon. All Individuals enrolled In [he ~[ud}

received standard emergency care. including transfusions of blood. resu$c](w}ve

flulds. and surgical imemntion as required.

This U.S. uauma smdy was conducted under reguluions issued by the U.S.”

Department of Health and Human Semites (HI-M)and [he U.S. Food and Drug

Administration (FDA) governing clinicaI-research practices in emergency medicine.

These regulations are designed to protec! patients’ righ{sand well-being. while also

* allowing for an excep~ionto informed consent in nanowly defined life-threatening

situations. Several rigorous safety checks and pa~iemprotections Me required of

studies conduc(ed under this mling. including imerim data analysis by an independent

data monitoring comrnhtee. All ins~itutions involved in the trial worked with Ihelr

communities to inform them abou[ the potential risks and benefits of the

HemAssis@(DCLHb) [rial. The rwhs of the U.S. trauma study will be made public

when the data are fully analyzed.

Baxler’s Phase 111U.S. surgery mial is investigating [he use of HemAssis@

(DCLHb] as an ahemive 10blood in palients undergoing elective sur:eq. such w

hip and knee replacements, aortic repair and fibdominal pelvic procedures.

Baaer Healthcme Corpcmmon is the principal U.S. operating sub~idmq of

Bax!cr [ntema(ional Inc. Baxler Inlcmationd through its subsidiaries. is iIglobal

Ieuder in lhe development of producm und technologies related to the blood and

clrcul~lory system. The compmy htis mdiei-lcuding posi!lons in four areds blood

therapies. crmdiovasculurmedicine. kidney-dl~e~>etherapy and medication delive~.

- more -
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Through a combma[lon of(echnoio:!cd Innovauon and global expansion. B~~[er 1.

~dv~nclng medIcid care ~nd [mprot”mg the lives of millions of people uorldwtdc

This news release contains forward-looking stmemems thiil involve rl$ks and

uncerralmies. including technological advances in (hemedicalfield,produc[approval.

demand and market acceptance.
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