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August 5, 1997

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 §312.54 we are enclosing a copy of the information that has been
publicly disclosed by the Institutional Review Board (IRB) at Parkland Memorial Hospital, Dallas,
TX, concerning research involving an exception to informed consent. This includes an
advertisement that appeared on April 13, 1997, in three local newspapets, The Dallas Morning
News, The Dallas Weekly (Attachment 1), and £/ So/ de Texas (Attachment 2); an advertisement
that appeared on June 22, 1997, in the same three local newspapers (Attachment 3); a press release
from April 16, 1997 (Attachment 4); and a press release posted on the Internet, on Parkland
Memorial Hospital’s Home Page (http://www.swmed.edu/home pages/parkland/pr/drugtest.html)
(Attachment 5). In accordance with 21 CFR §312.54, this information is also being submitted to
the IND file.

Based on information received from the clinical site, the investigator and IRB achieved community
consultation by printing advertisements describing the clinical trial and the product in local
newspapers (Attachment 1, 2, 3) and including a telephone number and/or an address to allow
individuals to provide comments and ask for more information about the product.

If there are any questions concerning this information, please contact me at (847)270-5313.

Sincerely,

el

Maulik Nanavaty, Ph.D.
Director Regulatory Affairs
Blood Substitutes Program
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INVESTIGATIONAL NEW DRUG APPLICATION (IND) investigation begun uniil an IND for ihat
(TITLE 21, CODE OF FEDERAL REGULATIONS (CFR) PART 312) investigation is in effect (21 CFR 312.40).
1. NAME OF SPONSOR 2. DATE OF SUBMISSION
Baxter Healthcare Corporation 08/05/97
3. ADDRESS (Number, Street, City, State and Zip Code) 4. TELEPHONE NUMBER
{Include Area Code)
120 & Wilson Road
Round Lake, Il 60073 (847)270-5309
5. NAME(S) OF DRUG (Include all available names: Trade, Generic, Chemical, Code) 6. IND NUMBER (/f previously assigned)
Diaspirin Crosslinked Hemoglobin (DCLHbL) IND 6859

7. INDICATION(S) (Covered by this submission)

Treatment of Severe Traumatic Hemorrhagic Shock

8. PHASE(S) OF CUNICAL INVESTIGATION TO BE CONDUCTED:
D euase1 [JrHase2 x]pHasea [ otHeR

(Specity)
9. UST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (21 CFR Part 312), NEW DRUG OR ANTIBIOTIC APPLICATIONS

21 CFR Part 314), DRUG MASTER FILES (27 CFR Pant 314.420), AND PRODUCT LICENSE APPLICATIONS {21 CFR Pant 601) REFERRED
TO IN THIS APPLICATION.

IND 4426
IND 6859
= IND submission should be consecutively numbered. The initial IND should be numbered
*Serlal number: 000.* The next submission 1{0 ig., amendment, repori, or correspondence) SERIAL NUMBER
should be numbered “Serial Number: Subsequent submissions should be
numbered consecutively in the order in which they are submitted. 015
11. THIS SUBMISSION CONTAINS THE FOLLOWING: (Check a¥f that apply)
INITIAL INVESTIGATIONAL NEW DRUG APPLICATION (IND) [[] RESPONSE TO CLINICAL HOLD
PROTOCOL AMENDMENT(S): INFORMATION AMENDMENT(S): IND SAFETY REPORT(S):
[ new proTOCOL [l cHemisTRYMICROBIOLOGY [ WNmAL WRITTEN REPORT
] enanGe in PROTOCOL ] PHARMACOLOGY/TOXICOLOGY ] FouLOW-UP TO A WRITTEN REPORT
[x] NeEW nvESTIGATOR K] cuncaLpublic Disclosure or Waiver of Informed Consent
[T} RESPONSE TO FDA REQUEST FOR INFORMATION [ annuAL RePORT 7] cENERAL CORRESPONDENCE
7] REQUEST FOR REINSTATEMENT OF IND THAT IS WITHDRAWN, [] otHER .
INACTIVATED, TERMINATED OR DISCONTINUED - (Specity)

CHECK ONLY IF APPLICABLE

JUSTIFICATION STATEMENT MUST BE SUBMITTED WITH APPUCA“ON FOR AHY CHECKED BELOW. REFER TO THE CITED CFFI
SECTION FOR FURTHER INFORMATION.

(JTREATMENT IND 21 CFR312.35(b) [ ] TREATMENT PROTOCOL 21 CFR 312.35‘{:) a cl-iARG; ‘REQUEST/NOTIFICATION 21 CFR312.7(d)

FOR FDA USE ONLY
CDR/DBIND/DGD RECEIPT STAMP DDR RECEIPT STAMP DIVISION ASSIGNMENT:

IND NUMBER ASSIGNED:
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192, CONTENTS OF APPLICATION
) This application contains the following items: (Check all that apply)

k1 1. Form FDA 1571 (27 CFR 312.23(a)(1)]
(7 2. Table of Contents /21 CFA 312.23(2)(2)]
O 3. uroductory statement /21 CFR 312.23(a)(3)]
(3 4. General investigational plan /21 CFR 312.23(a)(3))
Os. Investigator's brochure /27 CFR 312.23(a)(5)]
&1 6. Protocol(s) f27 CFR 312.23(a)(6)]
[J a. Study protocol(s) /27 CFR 312.23(a)(6)]
[ b. investigator data f27 CFR 312.23(a)(6)(ii)(b)] or completed Form(s) FDA 1572
[ c. Facilities data /27 CFR 312.23(a)(6)(ii)(b)] or completed Form(s) FDA 1572
[J 4. Institutional Review Board data [21 CFR 312.23(a)(6)(ii)(b)] or completed Form(s) FDA 1572
[ 7. chemistry, manufacturing, and control data /21 CFR 312.23(a)(7)]
(] Environmental assessment or claim for exclusion [27 CFR 312.23(a)(7)(iv)(e)]
Os. Pharmacology and toxicology data /27 CFR 312.23(a)(8)]
[(J 9. Previous human experience (27 CFR 312.25(a)(3))
[Cho. Additional information {21 CFR 312.23(a)(10)]

13. 1S ANY PART OF THE CLINICAL STUDY TO BE CONDUCTED BY A CONTRACT RESEARCH ORGANIZATION? E YES DJO
W YES, WILL ANY SPONSOR OBLIGATIONS BE TRANSFERRED TO THE CONTRACT RESEARCH ORGANIZATION? E} ves [Ino

IF YES, ATTACH A STATEMENT CONTAINING THE NAME AND ADDRESS OF THE CONTRACT RESEARCH ORGANIZATION,
OENTIFICATION OF THE CUINICAL STUDY, AND A USTING OF THE OBLIGATIONS TRANSFERRED. See IND 6859:000

14 NAME AND TITLE OF THE PERSON RESPONSIBLE FOR MONITORING THE CONDUCT AND PROGRESS OF THE CLINICAL
VESTIGATIONS

Robert J. Przybelski, M.D.
Medical Director

15. NAME(S) AND TITLE(S) OF THE PERSON(S) RESPONSIBLE FOR REVIEW AND EVALUATION OF INFORMATION RELEVANT TO THE
SAFETY OF THE DRUG

Robert J. Przybelski, M.D.
Medical Director

1 agree not to begin clinical investigations until 30 days after FDA’s receipt of the IND unless | receive earlier notification
by FDA that the studies may begin. | also agree not to begin or continue clinical investigations covered by the IND i
those studies are placed on clinical hold. | agree that an Institutional Review Board (IRB) that complies with the
requirements set fourth in 21 CFR Part 56 will be responslible for Initial and continuing review and approval of each of the
studles In the proposed clinical investigation. | agree to conduct the investigation in accordance with all other applicable
| regulatory requirements.

18. NAME OF SPONSOR OR SPONSOR'S AUTHORIZED 17. SIGNATURE OF SPONSOR OR SPONSOR'S AUTHORIZED

REPRESENTATIVE R SENTA E

Robert J. Przybelski, M.D.

Medical Director ﬁa" 2

18. ADDRESS (Number, Street, City, State and Zip Code) 19. TELEPHONE NUMBER 20. DATE
{Include Arsa Cods)
120 & Wilson Road t
Round Lake, I1 60073 €847)270-5309 ‘9-.,‘03 3 T#

(WARNING: A willfully false statement is a criminal offense. U.S.C. Title 18, Sec. 1001.)

Puhlic reporting burden for this collection of information is estimated to average 100 hours per response, including the time for reviewing instiods,
r hing existing data sources, gathering and maintaining the data needed, and completing reviewing the collection of information. Send commends
Jing this burden estimate or any other aspect of this collection of information, including suggestions for reducing thiséen to:

DHHmons Clearance Officer “An agency may not conduct or sponsor, and a person is not required to respond to, a collection
Pa Reduction Project 0910-0014 of information unless it displays a currently valid OMB control number.”
Hubert H. Humphrey Building, Room 531-H

200 independence Avenue, S.W.
Wastington, DC 20201

Please DO NOT RETURN this application to this address.

FORM FDA 1571 (1/97) PAGE 2 OF 2
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Parkland lrauma Cerité"**"

to Test New Drug

Blood product may save lives

Parkland Memorial Hospital is among 35 major trama oénters that are evaluating a nsw treatment for critically injured
petients with severe blood loss. The treatment involves administering an experimental blood product to such patients, wha face
a major risk of dying despite the best medjcal care. Baxter Healthcare, Inc., has developed the product, Diaspirin Cross-linked
Hemoglobin (DCLHbL™), which is being tested during the emergency treatment of trauma patients in shock. The trial, which is
authorized by the U.S. Food and Drug Administration, requires public notice because it will occur under emergency conditions
that may require an exception from informed consent. This notice attempts to address questions about the trial.

o Why is this trial being performed?

Seciously injured patients frequendy srrive ot the hospital in shock |

with significant blood Lloss, Despite the best care medicine has to offer, as
nvany as 40 percent of the most critically injured patients will die from .
their Jnjuries. Stdies that DCLHb™ may improve the chance of.
survival following savers blood loss. The product has the greatest chance
of improving sarvival and reducing complications when itis given
immodiattly sfir the beginning of catastrophic shock and bleeding,

What is DCLHS™?

L )
- 2 DCLHL™ is & purified hemoglobin (the partiof blood that earries ¢

OXypen) prepacation made from human blood that has become outdared
o blood bank shelves and is no longer usable for mansfusions. Itis -
filtered and heated 1o reduce the risk of blood-borné infections including
AIDS. DCLHb™ may restore blood pressure, increise blood flow to
wvital organs and carry oxygea to and tissues. Because blood typing
is nex required and the product can be stored in the Emergency
DCLHL™ can be given immediately afeer o paticat's
val, saving ceitical moments in stabilizing & trauma patient.

Q. Doss DCLHY™ replace the need for blood transfusion?

DCLHb™ is sdminiscered {n addition to transfusions that may be
needod to treat the injured patient. (Since the product is made from
homan blood, it would not be suitable In treadng patiems whose
veligious beliets forbld hlood transfusions.) Patieats will still get all
standard therapies in this study, including blood, fluids and surgery.
Although DCLENTM may reduce the number of blood transfusions
required to trear the injured, volunteer blood donations are still vital,

Q. ‘What is an cxocption from informed consent and why ls it
neccssary?

A- Because matma patieats are often o severely injured, they may
20t be able to give their consent to participas in the drug trial. Stll, they
are in critical need of immediats treatment. The U.S,. Food and Drug
Administration has granted an exception from informad consent in such
cases, They have carefully evaluated DCLHD™ and deterruined that the
potenticl benefits greatly outweigh the risks of participating i the tial.
As a result, patdents may be enrolled in this stdy and receive DCLHD™
when {nformed consent Is not possible.

e —

«le

e e e e e .

We will make every atternpt o obtain consent from patients, their legal
represontativss, or family DCLHb™ is given, and all patieats and
thelr fatily members will be completely informed of their participadion
a3 soon as possihle. At all timas, the patient or their representatives may
decline further participation in ths stdy. There are no known risks to
patients who decide not to continue in the stdy.

Q. What are the risks and side effects of DCLHY™?

DCLHb™ has been extensively studied in randomized trials
Iavolving moce than 700 patients aver a four-year period 10 evaluate its
effects. Of the approximately 350 who recelved the drug, & few
wemporary side effects were noted. These included changes in some lab
test results, A)fmpemy and hammlets yellowing of the skin (unrelatzd 1o
liver damage), vemporary reddening of the urine due to the red color of
DCLRbY™, nausea, and back, abdominal and muscle paia. Blood
pressure may be elevated following sdministration; howcver, this may
be benaficial to patients in shock, whosa blood preseure is dangerusly
low. Independout oxperts will monitor patient safety throughout the trial.
Parkland Is participating in this drug trial because the benefits to
severely injursd raume patients mey greatly excesd known side sffects
of the treatment.

Qo Who will be eligible 10 participate?

Approximately 30 patients with low blood pressurs und in shock
from blood loss following traumatic injury will be enrofled at Parkland
over the next 18 months. Approximately half of these patients will
receive ths blood product along with other treatment. This product will
bes given only to patients who have such major blood Joss that standacd
therapy may not be enotgh to gave their lives. A total of B50 patients
will be enrolled narionwide at 35 tranma centers. This trial is being
performed under the guidelines and approval of the Institutional Review
Board of The Univensity of Texas Southwestern Medical Center at
Dallas und the U.S. Food and Drug Admialstation. No additional
chargss will be incurred by parients as 4 result of participaton.

‘We at Paridand are excited about the potsntial that products such s
DCLHY™ may have to not only save lives, but also to extend the useful
life of @ very scare resource — human blood supplies. This product is an
example of how research can expand the safety net, and it is another
examplc of why blood denations are critical to help save lives.

Parkland Health & Hospital System
5201 Harry Hines Boulevard Dallas, Texas 75235
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Centro de Trauma de Parkland Hars Pruebas
para una Droga Nueva

Un producto de la sangre que podria salvar las vidas

Parkland Memorial Hospital est4 entre los 35 centros de trauxna';pnnmpal,a que estéin evaluando un tratamiento nuevo para
pacientes heridos criticamente con una pérdida de sangre severa, El tratamiento incluye el aplicar un producto expetimental de
sangre a esos pacientes que enfrentan un fiesgo mayor de morirge a dal mejor enidado médico. Baxter Healtheare, Inc., &
desarrollado &l producto, Diaspirin Cross-linked Hemoglobin (D T™) con el cual se estdn haciendo pruebas durante el
tratamiento de emergencia en los pacientes de tranma que estén en estado de choque. El experimento, el cual estd autorizado
por U.S. Food and Drug Administration (Administracién de Drogas y Alimaatos de E.U.), requiere de noticia pblica parque

|

Tleva ¢l axfgenc) os una preparecidn que ss haco

E Y

ocurrir bajo condiciones de
intenta dirigirse a las preguntas que pueden tener sobre

emergencia que pusden necesitar upa excepei6n de la informacién de autorizacién, Bsta noticia
el experimento.

P. {Porqué s e5tf baciendo ol exparimsnto?

wmlbmﬂbziu!pﬁmmwidu’mmemuyw
esado de choque oon uos pérdida de sanpre muy significinte. Apesar 8¢l mejor
ocidado que ofrecs Ja medicing, Ja mayor(a de un 40% de Jos pacientes hetidos
i cefticamente morirdn de sus herldas. Los esradios m;iuenznh
DCLHb™ puede mejorar la probabilidad de sobrevivir dcspués de una péedida
do sangre severa. El prodocto dene la gran posibilided demcjorar la
sobrevivencis y reducir las complicacioncs cusnda se aplica fnmedistamente
después de empezar el catastréfico estado de choque y sangramisuto,

P. 1Qué &3 I DELHE™?

L2 DCLHL™ es hemoglobloa parificads (¢3 Ia parte de la sanpre que
hamana con

P. [Puede reempiazar Ia DCLHD™ L necesidad de una transfucién de samgre?

R LaDCLEb™ gz aplion adomds do has trancfusionss que podifan
pecositarse pera tratar al pacisoms harido. eaq;dmmmhechodc
sanpre bumang, no serd apropiado pars tratar & Jos pacientes 4 quicnes sus
erelacias relipiosas les prohuben Jas transfusiones de sangte). Los pacientes
todavis recibir todas las terapins pormalec en este estidio, que incluye
sangre, Mquidos y cirogfa. Aunque la DCLHL™ podria reduscit o néthero de
transfusiones de sangre quie $2 pecesitan pars tratar vt herida, las donacionaes
veluntariag & sangre todavia siguen siendo sty irmportantes,

P. $Qué e vta excepeién de la toformacida watorizadey porgué es necesaria?

'mw ‘n:t"l‘z:lcitiﬂmde m:l ety
severamente, y no 3289 pare pardcipar en ¢l experimento
de Jadroga. Atn exists la nsossidad crftics para un tratamieuto jamediato. La
i e Drogas y Alimentos de EU. (U.S, Food and Drag

Adminisnation) a permitido S:‘uhgnmuupdcudehm«m&'

sutodizada para estos casos. han evaluado cuidsdosamente la DCLHY™ y
un determisado que Ja posibilidad de Jos beaceficios es wés grande y pese més
quea Jos rissgos ds participer en el experimento, Cémo resultado los pacientes
podrin registrarse en este estudio y tecidic 1a DCLHL™ coando no sea positle

«

X

=

obsner Ja jaformaciéa autorizada.

Haremos todo Jo posible pars obtener 1a forma de autotizacién do los
Edems.demwyrmnnuskgnlaxodcmfamilinmmdcguelanpliqnen

DCLHbL™, y todos los pacientes y sus familiac cetfn infoomedos
completamente de su partcipacién wn pronto que sso posible. En todo
momento, ¢l paclente o £ representante puede negtrse a une participacién
futirs en & estodio. No s¢ sabe de riesgos para Jos pacientss que decidan no
oontinuar con ¢! astudio.

P. {Cufles son los riesgos y efectos secunderios de o DCLHG™Y

LaDCLHD™  sido esmdloda exteasaments en cxperimentos casvalos
que incluyen 8 mis de 700 pacientes sobre tn perfodo de cuttro afios par
evaluar sus efectos. Aproximadamente de 350 pacicates que pecibieron Ja droga,
$2 observaton unos culntos efectos ssoundarios rules. Estos eron
oxmbios en glgunos restitados ds laboratorio, un amurillo temporal enla
piel que no hace dalo (o tene relacién con dase al bigado), earvjecimisnto
tcmporl en la orina debido al color rojo de 1a DCLHL™, nfuses, dolor
abdominal, musculer y e la espalda. La presién de a sangre podefa elevarse

dequunpliudnan&m.mpo&uwde Tos

tes e estado de choque, que tenen la presién de 1a sangre peligrosamente
Dg.mpemsmdepmdm ilardn Ja seguridad del paciente a través de

dmﬁmrmmmammwmﬁeﬁmbkkm
porque Jos beneficios para los pacientes de trauma que estia heridos muy
severamente podrfan exceder bastante los efecins secundarlos del tratamients.

P {Quida sorf clegiblc para participar?

Aproximadamente 30 pacientes que tengan presién baja de lo sangre y que
estén en estado de choque debido 1 1 péndida de sangre dospués de une berida
traumaftica serfn registrados en Parkland en los préxinos 18 meses.
Apeoximadamente la mitad de estos paclentes recibirda el produceo de Ia sangre
mmmm'mmﬁwmwlmn:hwumﬁu

les que leugan una péndida de sangre mayor y la terapia normal vo podria
mnﬁd&%: pars salvar sus vidas. Un eotal de 850 paeienpxe‘:m registrados
en tods Ja pacitn en 35 centros de travma. Este experimento ¢ estd haciendo
bajolas reglasy aprobaciéa del Institotions! Review Board of The University of
Texas Southwestern Medical Center at Dalles y 1a U.S. Food and Drug
Administration (Junts Directiva de Revisién Insticecional ds University of Taxas
mew«mﬁhmiukuﬁhdebmguy
Alimentos de EU). No habré cargos adicionales para Jos pacientes cémo
resultado de su participacion.

Nosotros en Parkiand ectamaos muy coutentos sobre In posibilidad de que ef
productd DCHLL™ podrla to solamente salver vidas, pero también exender la
vida doil de un recurso que asust mucho - productos de sangre humang. Egte
producto es tin jemplo de cémo la investigocién puede extender su ted de
sepuridad, y es otro emplo de porque las donaciones de sengrs son eriticas para
syudar a salvar Ja« vidas.

Parkland Health & Hospital System
5201 Harry Hines Boulevard Dallas, Texas 75235
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Blood lproduct may save lzves

Parkland Memorial Hospital is among 35 major trauma centers that are evaluating a new treatment for critically injured

patients with severe blood loss. The treatment i

Ives sdministering an experimental blood product to such patients, who face

amajor risk of dying despite the best medical card. Baxter Healthcare, Inc., has developed the product, Diaspirin Cross-linked
Hemoglobin (DCLEL™), which is being tested during the emergency treatment of trauma patients in shock. The trial, which is
suthorized by the U.S. Food andDmgAdmmﬁgn.nqtﬁmwbﬁc notice because it will occur under emergency conditions

that may require an exception from informed

t. This notice attempts to address questions about the trial.

Q. Why is this trial being perfarmed?

Scriously injured petients frequently atrive at the bdepital in shock
with significant blood loss. Despite the best care medicine has o offer, as
Ws%moﬁbemmnnhyinjmdpmew All dle from
their injurles. Studics suggest that DCLHL™ may
mmrouwm;mwmmwwmn
of improving survival and reducing coplications whea it i given
fmmedistely after the beginning of catastrophic shock and bleeding.

5

Q. What is DCLHb™? ]
o. DCLHL™ i3 & purified hemoglobin (the part of bidod that

-, CfTies OXygen) pecparation made from human blood that Has become

" outduzed on blood bank shelves and is no longer usable for ransfusions.
R is filtered and beated to reduce the risk of blood-bome }
including AIDS. DCLHb™ may restore blood pressure, blood
mﬂm omnsmdmdug oxygen wcc;els ma blood

is not required product can eRcy
Deparunent, DCLHb™ can be given immedintely after a paticnt’s arival, -

saving critical moments in stabilizing a trauma patient.
Qo DoesDa.}n:"mphccduweéforbloodmﬁsion?

o DCLHb™ is administered in addidon to ioht that may
benoededlouemhemjmdpmem.(s;neuheprm made from
human blood, it would not be suitabls in treating patients

refigious belieds forbid blood transfusions.) Paticats will sgif get all
standard therapies in this study, including blood, fluids and surgery.
Ahhough DCLHEb™ may reduce the number of blood ions
nqnuedwuwthem)nmd.vciunwblooddomomm :iuvital.

Q Whtuuumpnon&ommfomadmandmkn

when informed conseat is not possidle.

L — = — ———— ...

We will make every stiempt to obtain consent from patients, their legal
represcntatives, or family before DCLHb™ is given, mdnllpadentsand-

- their family members will be completely informed of their pasticipation

22 5001 &3 possible, Mmhmﬁnp:uemameurepmwunmmy
docline further participstion in the study. There are no known risks to

_ paticnts who declde not to continue in the study.

Qo What are the risks and side effects of DCLHb™?

DCLHY™ has been extensively studied in randomized trials
involving moce than 700 paticnts over & four-year period to evaluate jis
effoers. Of the approximately 350 who rotcived the drug, o fow
temporaly side effects were noted. These included changes in some lab
test results, & texnponry and harmless yellowing of the skin (unrelated wo
liver damage), temporary reddening of the urine due to the red color of
DCLHG™, nauser, and back, abdominal and muscle pain, Blood
preasure may be cievated following administration; howeves, this may be
beneﬁdaluomanﬁwck.whowbloodpmmkdmwmlylw
Independent experts will monitor patient safety throughout the tial.
Parkland Is participating in this drug trial because the benefits to
severely injured trauma paticats may grealy exceed known side effects
of the treatment.

Qc Who will be cligible w participute?

Approximately 30 patients with low blood pressure and in shock
from blood loss following traumatic injury will be enrolled at Paskland
over the next 18 months. Approximstely half of these patients will
roceive the blood product along with other treatment. This product will
be given only 10 patients who have such major blood loss that standard
therapy mey not be enough 10 save their lives. A tota] of 850
will be enrolled nationwide at 35 wrauma centers. This trial is being
performed under the guidelines and approval of the lnstinutional Review
Board of The Unjversity of Texas Southwesiern Mediea] Center at
Dallss and the U.S. Food and Drug Administration. No additional
charges will be incurred by patients as a result of participation.

We at Parkland arc excited sbout the potcatial that products such as
DCLHb™ may have 10 not only save Lives, but also 10 extend the useful
fife of a very scare resource — human blood supplies. This product is an
example of how rescarch can expind the safety net, and it Is another
example of why blood donations are eritical to help save fives.

r—v—

To provide comments and for moi informarion about this product, please call 214-648-5430.

Par and Health & Hospital System
1 Harry Hines Boulevard Dallas, Texas 75235
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NEWS TIPS NEWS TIPS NEWS TIPS
April 16, 1997 Contact: Susan K. Wilson
For Immediate Relcase Work: (214) 590-8054

Pager: (214) 7860527
New drug tested on critically injured trauma patients

DALLAS — Parkland Health & Hospital System's Trauma Department is one of
appreximately 35 sites testing a new drug that may help save the lives of some of the most
mﬂmnﬂ;mmxﬁml wmpaunm' of all such die of shock

i y t paticnts die as a result due to blood
loss, chpi:tgothc best medical care available.

.The new drug is a blood product made from expired human red blood cells
suspended in a solution. It is being tested on the most severely injured patients at major
trauma centers across the country to prevent the harmful effects of severe blood loss in

patients. The blood product is manufactured by Baxter Healthcare Cosporation's
Blooq Substitutes Division.

About 850 patients who arc at risk of dying from their injuries will be part of the
nationwide trial. Because of the critical natre of their injuries, few if any of these patients
will be capable of giving informed consent before the drug is edministered.

Half of these patients will receive the drug; the other half will receive a saline
solution. These patients also will be given all other standard ies and procedures
normelly used to treat shock patients, including blood, fluids and surgery.

The drug is & pudifi globin solutior. called Diaspirin Cross-Linked
Hemoglobin (DCLHD™), which has been author!zed for clinical testing by the Food and
Drug Administration after fout years of human clinical trials involving more than 700
patients, including 139 shock and wrauma patiess.

DCLHD™ will be administered only to the most severely injured trauma patients to
help stabilize shock and improve patient outcome, according to Dr. David Provost, chief
clinical investigator for the drug at Packland and assistant professor of surgery at The
University of Texas Southwestern Medical Center,

The solution is made from outdated or exzired human red blood cells ~ blood
supplies that would otherwise be removed from blood banks and destroyed. Instead, in a
new process developed by Baxter, the blood is treated to remove the hemoglobin, the
oxygep-cartying component of the blood, from the blood cells, Then it is pasteurized. It
dmnqtnmdmbecmss-maﬂghedmdctnmﬂyhemmdinmqfemy ts for
immediafe uss in the most critical trauma ¢ases. (Since the ct is made from human
blood, ¢ wou;d not be suitable in treating patieats vhose religious beliefs forbid blood
transfusions.

"The new treatment can shave from five te 45 minutes from the time it takes to obtain
blood for transfusion. For example, matching thv: victim'a blood type with blood bank
supplies ean take as long as 45 minutes.

‘When peticnts have serious traumatic blood loss, the cells are deprived of the
oxygen caried by the hemoglobin and begin tn div.," Provost said. “Their blood pressure
drops, their organs begin to die, and finall, €:¢ putiont dies.” '

The only way to intervene in this process is to immedisrely replace the blood that
carries the oxygen-nich hemoglobin to the cells.

DCLHb™ can be given to a patient of any blood type without delay, since it
contains only the hemoglobin from the blood cell, not the antigens found on the surface of
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New drug — add on¢

the cell. The hemoglobin carries oxygon, and may improve oxygen delivery to the organs
that need it most, help reverse the destructive effects of shock, and save lives.
Because of the critical nature of this type of emetgency, the FDA has granted an

exception from informed consent normall m a pew drug study. As s00n as
possible, however, the patient or the ‘armed of the study and can decide if
they wish to continue participating.

Parkland was chosen as a test site becanse of its reputation as « major trauma center
and its status as the primacy teaching hospital for UT Southwestern.
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April 8, 1997 Contact: Susan K. Wilson
For Immediate Release Work: (214) 590-8054

New drug tested on critically injured trauma patients

DALLAS - Parkland Health & Hospital System's Trauma Department is one of approximately 35 sites
testing a new drug that may help save the lives of some of the most critically injured trauma patients.

Appoximately 40 percent of all such patients die as a result of shock due to blood loss, despite the best
medical care available.

The new drug is a blood product made from expired human red blood cells suspended in a solution. It is
being tested on the most severely injured patients at major trauma centers across the country to prevent
the harmful effects of severe blood loss in trauma patients. The blood product is manufactured by Baxter
Healthcare Corporation's Blood Substitutes Division.

About 850 patients who are at risk of dying from their injuries will be part of the nationwide trial.
Because of the critical nature of their injuries, few if any of these patients will be capable of giving
informed consent before the drug is administered.

Half of these patients will receive the drug; the other half will receive a saline solution. These patients

also will be given all other standard therapies and procedures normally used to treat shock patients,
including blood, fluids and surgery. )

The drug is a purified hemoglobin solution called Diaspirin Cross-Linked Hemoglobin (DCLHbTM),
which has been authorized for clinical testing by the Food and Drug Administration after four years of
human clinical trials involving more than 700 patients, including 139 shock and trauma patients.

DCLHb™ will be administered only to the most severely injured trauma patients to help stabilize shock
and improve patient outcome, according to Dr. David Provost, chief clinical investigator for the drug at
Parkland and assistant professor of surgery at The University of Texas Southwestern Medical Center.

The solution is made from outdated or expired human red blood celis - blood supplies that would
otherwise be removed from blood banks and destroyed. Instead, in a new process developed by Baxter,
the blood is treated to remove the hemoglobin, the oxygen-carrying component of the blood, from the
blood cells. Then it is pasteurized. It does not need to be cross-matched and can easily be stored in
emergency departments for immediate use in the most critical trauma cases. (Since the product is made

from human blood, it would not be suitable in treating patients whose religious beliefs forbid blood
transfusions.) , ,

The new treatment can shave from five to 45 minutes from the time it takes to obtain blood for

gansﬁxsion. For example, matching the victim's blood type with blood bank supplies can take as long as
5 minutes.

“When patients have serious traumatic blood loss, the cells are deprived of the oxygen carried by the
hemoglobin and begin to die," Provost said. "Their blood pressure drops, their organs begin to die, and
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finally, the patient dies."

The only way to intervene in this process is to immediately replace the blood that carries the oxygen-rich
hemoglobin to the cells.

DCLHb™ can be given to a patient of any blood type without delay, since it contains only the
hemoglobin from the blood cell, not the antigens found on the surface of the cell. The hemoglobin
carries oxygen, and may improve oxygen delivery to the organs that need it most, help reverse the
destructive effects of shock, and save lives.

Because of the critical nature of this type of emergency, the FDA has granted an exception from
informed consent normally required in a new drug study. As soon as possible, however, the patient or
the family will be informed of the study and can decide if they wish to continue participating.

Parkland was chosen as a test site because of its reputation as a major trauma center and its status as the
primary teaching hospital for UT Southwestern.
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