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February 18, 1999

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 or Madam:

In accordance with 21 §50.24, and 21 §312.130 concerning Baxter Healthcare
Corporation’s Investigational New Drug Application #6859, we are enclosing copies of
information concerning public disclosure following the completion of the clinical
investigation of Diaspirin Crosslinked Hemoglobin (DCLHb) involving an exception to
informed consent.

Baxter has contacted the 18 clinical sites involved in its trauma trial which completed
pre-study community consultation/public disclosure activities and received investigation
product (DCLHDb) to ensure completion of post-study notification activities. Each of
these sites has received a copy of the final study report synopsis and all IRB’s have
completed or are in the process of completing their post-study disclosure activities.

This submission includes post-study information from the Oregon Health Sciences
University (Portland, OR), the University of Louisville Hospital (Louisville, KY),
Vanderbilt University Medical Center (Nashville, TN), the University of Pittsburgh
Medical Center (Pittsburgh, PA), Methodist Hospital (Indianapolis, IN), Hershey Medical
Center (Hershey, PA), Christiana Care Health Services (Newark, DE), St. Anthony
Central Hospital (Denver, CO), MetroHealth Medical Center (Cleveland, OH), and
Allegheny University-Medical College of Pennsylvania (Philadelphia, PA). This
submission also includes recent “national” press coverage pertaining to the DCLHb
Trauma Study .
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The post-study public disclosure information from the Oregon Health Sciences
University includes a July, 1998 letter sent to the four survivors enrolled in the DCLHb
study at OHSU (Attachment 1), a printed advertisement published in July, 1998 in the
three local newspapers (The Oregonian, The Columbian, and The Scanner) utilized for
public disclosure at the initiation of the study (Attachment 2), a wire service article
published on April 2, 1998 in The Oregonian announcing termination of the study
(Attachment 3), and a July, 1998 letter sent to approximately 500 recipients, including
trauma surgeons, emergency physicians and EMS personnel within greater Portland,
department chairs and chief administrators at OHSU, and numerous community and
patient advocate groups (Attachment 4). These recipients also received the initial public
notification letter sent at the beginning of the study.

The post-study public disclosure information from the University of Louisville includes
an April, 1998 post-study press release (Attachment 5) and a May, 1998 post-study letter
sent to this site’s community consultation contacts (Attachment 6). In addition, a local
television station, WHAS, reported on the study closure in a follow-up report in
December of 1998 (video/transcript not available).

The post-study public disclosure information from the Vanderbilt University Medical
Center includes a January, 1999 summary of the IRB’s post-study activities (Attachment
7) which included a presentation to the Vanderbilt Community Committee in May, 1998.

The post-study public disclosure information from the University of Pittsburgh Medical
Center includes a June, 1998 press release (Attachment 8) and a July, 1998 advertisement
sent to the same newspapers used for community notification at the start of the study
(Attachment 9).

Post-study public disclosure activities at the Methodist Hospital in Indianapolis included
informing all clinical personnel involved in the study, contacting study patients and/or
their families, briefing Indiana state offices which had been contacted during the pre-
study disclosure, and following local press coverage (Attachment 10).

Post-study public disclosure activities at Hershey Medical Center included personal calls
to members of their community group (Attachment 11). '

The post-study public disclosure information from Christiana Care Health Services
includes an April, 1998 article from the Delaware News Journal (Attachment 12), an
October, 1998 Delaware Today magazine article on clinical investigations which
discussed informed consent issues and the DCLHD trial (Attachment 13), and a
December, 1998 public notice published in the Delaware News Journal (Attachment 14).
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The post-study public disclosure information from St. Anthony Central Hospital in
Denver includes an informational letter sent to each of the Area Trauma Advisory
Councils (ATAC) that were initially informed of the study (Attachment 15) and a Feb. 7,
1999 notice published in the Denver Post (Attachment 16).

The post-study public disclosure information from MetroHealth Medical Center in
Cleveland includes a January, 1999 public advertisement which was published in The
Plain Dealer (Attachment 17) and a local African American newspaper, The Call and
Post. A Spanish translation was placed in a local Hispanic newspaper, Nueves
Horizontes.

The post-study public disclosure activities at Allegheny University — Medical College of
Pennsylvania, a site which did not enroll any patients, included two letters to community
and research council members (Attachment 18). A March, 1998 letter informed the
members that the DCLHD clinical study had been terminated due to the mortality
imbalance. A February, 1999 letter summarized the study results and included a copy of
the study synopsis.

Recent national press coverage on the waiver of informed consent issue includes a Jan.
17, 1999 article from the Chicago Tribune (Attachment 19), a related Associated Press
release (Attachment 20); and transcript of an ABC Good Morning America television
segment (Attachment 21). Dr. Edward P. Sloan presented a “Clinical Update of the
DCLHD Traumatic Hemorrhagic Shock Program™ at the 6th Annual IBC Conference on
Blood Substitutes and Oxygen Therapeutics on November 20, 1998 in Washington, D.C.
(Attachment 22).

If there are any questions concerning this submission, please contact me at (303) 541-
3320.

Sincerely,

B el

Todd Marshall
Associate Director of Regulatory Affairs
BAXTER Hemoglobin Therapeutics
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Oregon Health Sciences University
Attachment 1: Letter to surviving study patients
Attachment 2:  Notice printed in local newspapers (The Oregonian, The
Columbian, The Scanner - July 1998)
Attachment 3: Article in The Oregonian (April 2, 1998)
Attachment 4: Letter to research and community members

University of Louisville Hospital

Attachment 5: Press release (April 17, 1998)
Attachment 6: Letter to community consultation contacts

Vanderbilt University Medical Center
Attachment 7: IRB Summary
University of Pittsburgh Medical Center

Attachment 8: Press release (June 15, 1998)
Attachment 9:  Notice printed in local newspapers (July, 1998)

Methodist Hospital in Indianapolis
Attachment 10:  Site summary
Hershey Medical Center
Attachment 11:  Site summary
Christiana Care Health Services, Newark
Attachment 12:  Article in Delaware News Journal (April 2, 1998)
Attachment 13:  Article in Delaware Today (October, 1998)
Attachment 14:  Notice printed in Delaware News Journal (Dec. 5/6, 1998)

St. Anthony Central Hospital, Denver

Attachment 15:  Letter to Area Trauma Advisory
Attachment 16:  Notice printed in Denver Post (Feb. 7, 1999)



February 18, 1999 IND #6859

MetroHealth Medical Center, Cleveland
Attachment 17:  Notice in the Plain Dealer (Jan. 9, 1999)
Allegheny University-Medical College of Pennsylvania, Philadelphia
Attachment 18:  Letters to community and research council members
National Press Coverage
Attachment 19:  Article in Chicago Tribune (Jan. 17, 1999)
Attachment 20:  Release by Associated Press (Jan. 18, 1999)
Attachment 21:  Transcript of ABC Good Morning America

Research Community

Attachment 22:  Presentation at IBC Conference (Nov. 20, 1998)

Page 5
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May 10, 1998

John Doe
1234 SW Main St.
Portland, OR 97123

Dear Mr. Doe,

Last year you participated in a study sponsored by Baxter Healthcare entitled
“The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin (DCLHb) in the Treatment of
Severe Traumatic Hemorrhagic Shock." The purpose of the study was to determine if
DCLHb could decrease the rate of iliness and death associated with severe traumatic
injuries. Oregon Health Sciences University was one of 17 hospitals participating in this
research.

Baxter Healthcare terminated the DCLHb Trauma Study on March 30, 1998 due
to a higher death rate nationally among patients receiving the drug than those who did
not receive DCLHb. Overall, the patients at OHSU who received DCLHb did better
statistically than patients at other centers. To date no immediate or long-term effects of
the drug have been identified.

We thank you for your participation in this research. If you have comments or
questions, please contact me at (503) 220-8262, ext. 55432.

Sincerely,

Patrick Brunett, MD
Principal Investigator
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AN IMPORTANT MESSAGE FROM THE
PHYSICIANS AND EMERGENCY MEDICAL STAFF AT

OREGON HEALTH SCIENCES UNIVERSITY HOSPITAL

One year ago, we informed you of the initiation of 2 multicenter trauma
study sponsored by Baxter Healthcare entitled “The Efficacy Trial of Diaspirin Cross-
Linked Hemoglobin (DCLHb) in the Treatment of Severe Traumatic Hemorrhagic
Shock " The purpase of the study was to determine if DCLHb could decrease the rate
of illness and death associated with severe traurnatic injuries. Oregon Health
Sciences University was one of 17 hospitals participating in this research

Baxter Healthcare terminated the DCLHb trauma study on March 30,
1998, due to higher mortality nationally among patients receiving the drug than
those who did not receive DCLHb. Overall, the patients at OHSU who received DCLHb
did better statistically than patients at other centers. To date, no immediate or long-
term effects of the drug have been identified.

If you have comments or questions regarding this research, please
contact the OHSU Hotline at (503) 494-1400.
This message is provided in accordance with tbe U.S. Food and Drug Administration (FDA)

regul effective A ber 1, 1996, "Exception from informed consent requirements for emergency
research” (21 CFR 50.24). !
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Company abandons study
of blood substitute in ERs

HOUSTON — A pharmaceutical
company abruptly halted its study
of a blood substitute in U.3. emer

ney room patients after discover-

g they wore dying at & higher rate
than expected.

But tests are contlnulng with
emergency care patlents In Europe
and with elective surgery patlents
In the United States because they
have shown no evidence of a higher
death rate.

Baxter Healthcare Corp. of Deer.
fteld, 11, ended the trauma patient
study Tuesday after & review of the
first 100 participants showod poople
given the artificial blood product,
HemAssist, dled at a preater rate
than those who did not rocoive it,
said Mary Thomas, a Baxtor spokes-
woman.

Baxtor had anticipated that 40 por-
eent of the soverely injured patients
glven HemaAssist would dio. The

company refused to give the exact
number of patlents who died or the
exact number of those who recsived
HemAss|st,

Thomas would only say Wednes-
day that “about half” of the 100 were
given the blood substitute and
“glightly more than 40 percent” of
those dled.

The company stressed that those
tested were among the most gravely
il] trauma patlents and that only 3
percent of the nation’s emergency
room patients could be ¢ligible for
the study, according to federal
guldelines.

-



Attachment 4



)

May 10, 1998

John Doe
1234 SW Main St.
Portland, OR 97123

Dear Mr. Doe,

One year ago, we informed you of the initiation of a multicenter trauma study
sponsored by Baxter Healthcare entitied “The Efficacy Trial of Diaspirin Cross-Linked
Hemoglobin (DCLHb) in the Treatment of Severe Traumatic Hemorrhagic Shock.” The
purpose of the study was to determine if DCLHb could decrease the rate of illness and
death associated with severe traumatic hemorrhagic shock. Oregon Health Sciences
University was one of 17 hospitals participating in this research. The U.S Food and
Drug Administration guidelines require us to apprise you of the completion of the study
with the following information. '

Baxter Healthcare terminated the DCLHb Trauma Study on March 30, 1998 due
to a higher death rate nationally among patients receiving the drug than those in the
control group.

Eight patients were entered in the study at OHSU out of approximately 100
patients nationwide. Their ages ranged from 28 to 83 years. Two patients were African-
American and 6 were Caucasian. Two were female. Five patients were injured in motor
vehicle accidents, two from gun shot wounds and one from multiple stab wounds. Five
patients received DCLHb and three received saline. Three of the five patients in the
DCLHb group survived and one of the three in the saline group survived.

If you have comments or questions, please contact me at (503) 220-8262, ext.
55432 or the OHSU Hotline at (503) 494-1400. You may also address comments via
email to brunettp@ohsu.edu.

Sincerely,

Patrick Brunett, MD
Principal Investigator
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~ffice of News and Louisville, Kentucky 40292
public Information Phone: (502) 852-6171

April 17,1998 . FOR IMMEDIATE RELEASE -
Randi Hansen
UOFL CALL HALT
TO ARTIFICIAL BLOQD TRIAL

LOUISVILLE, Ky.—-The University of Louisville and U of L Hospital no longer are participating in
a national study of 2 modified blood product. Baxter Healthcare Corp. announced this mionth it has
stopped the trial of Diaspirin Cross-linked Hemoglebin (DCLHb) in American trauma centers.

The clinical trial targeted trauma patients suﬂ'enng from severe blood loss. des standard care
for such cases, participants received either DCLHb or a control saline solution early in their hospital stay.

Enrollraent in the study was suspended Jan. 2 in order to collect and analyze full data on all patients
enrolled to date. Nationat data showed an increased mortality rate in the DCLHb group when compared
with the contral group. Baxter and its clinical investigators are studying the data to understand better the
difference in mortality rates. Complete data will be reported when that study has been completed.

Eight adult patients at U of L Hospital were treated in the study, which began last summer. Two
died — one who received DCLHD and one who received the saline solution. Neither fatality resulted from
- DCLHD use, said Mary Nan Mallory, emergency physician and the Louisville study’s principal investigator.

Baxter continues two other clinical trials of DCLHb. A European trial is ongoing in patients with
profiles similar to the one just ended here. In that study, however, the DCLHD is administered by
physicians at the trauma scene rather than after the patient has been transported to the hospita], as in the
U.S. trial. After the interim analysis of that study, an independent data monitoring committes
recommended that Baxter continue it. Another study, which uses DCLHb in elective surgeries, also will -
continue, The medication is prepared from chemically modified human red blood cells.

U of L was one of 17 institutions nationwide to test the product using a waiver of informed consent
approved in-1996 by the U.S. Food and Drug Administration. The waiver allows physician researchers to
administer treatment under strict guidelines to paticnts unabic to consent because of the sudden and severe
nature of the injury or illness. Patients and/or family members then are informed and given the choice to
opt out of the study. The waiver was used for all patients in the U of L Hospital study, and in 2il cases the
patients or their family members agreed to continue in the study.

In addition to the FDA, U of L’s Human Studies Committee supervised local DCLHb study
participation and enrollment. Richard Miller, who heads the Human Studies Comnmittee, said the group
scrutinizes the studies and sometimes imposes more extensive patient protection measures than the FDA.
The DCLHD study investigators followed those procedures to the letzer, he said.

For more information about the treatment trial or its termination, call Mallory at (502) 852-568% or
— Mitler at (502) 852-5188.

HH
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Departmen! of Emergency Medicine School of Medicine
University of Louisville
Louisville, Kentucky 40292
{502) 852-5689
FAX: (502) 852-0066

INIVERSITYof [OUISVILLE

May 6, 1998

Dear Community Consultation Contacts,

The University of Louisville Hospital and U of L are no longer participating in
the national study of Diaspirin Cross-Linked Hemoglobin (DCLHb). Baxter Healthcare
Corp. announced this month it has stopped the trial of DCLHb in the American trauma
centers.

Enrollment in the study was suspended January 2 in order to collect and analyze
data on all patients enrolled to date. National data showed an increased mortality rate in
the DCLHb group when compared with the control group. Baxter and its clinical
investigators are studying the data to understand better the difference in morality rates.
Complete data will be reported when that study has been completed.

At the University of Louisville Hospital we treated eight adult patients. Two of
these patients died — one who received DCLHb and one who received that saline solution.
Both deaths were injury related.

Baxter continues two other clinical trials of DCLHb. A European trial is ongoing
in patients with profiles similar to the one just ended here. In that study, however, the
DCLHD is administered by physicians at the trauma scene rather than after the patient
has been transported to the hospital, as in the U.S. trial. After the interim analysis of that
study, an independent data monitoring committee recommended that Baxter continue..
Another study, which uses DCLHD in elective surgeries, also will continue.

U of L was one of 17 institutions nationwide to test the product using a waiver of
informed consent.

We want to thank you for you support and parucxpatlon in the Community
Consultation and Public Disclosure portion of this new waiver. It is paramount that
research and such waivers continue to learn new and better options for our healthcare
needs.

If you have any questions and need more information, please call Dr. Mary Nan
Mallory at (502) 852-5689.

Sincerely,
Dr. Mary Nan Mallory &
University of Louisville Research Team
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& Vanderbilt University Medical Center

ot Ciratonier S Hankis ANy - Enachstions) Roview Buprd COC-3512 Madical Garow Narth
Ao &~ Naskelle. TN 37133 2103
($19) 532-29 1§ Fax: ($15) 3432848

Junuary 12, 1999

RE: IRB # 36138/Swandard-Emvergency Research amd Waiver of Consent/The Efficacy Trial of
Diaspirin Cross-Linked Hemoglodin (DCLHD) in the Treatmeat of Severs Traumatic
Hemorrhagic Shock/Baxter Healthcare Corporation

To Whom It May Concem:

In azcordance with 21 CFR50.24 (Emergency Reseurch and Waiver of Consent), the following actions
were taken to inform the commmunity of the closure of the above-mentoned study.

1. Tie Vandabilt Community Comraittes mat on May 29, 1998, st which time Dr. John Morris
pruseated 3 summnary of the study and the reasons for closire of the study. The Comnmirntae
recomynended that follow-up letters be sent 1o the commitice members surmmarizing the meeting
discussion. No further recomapendations were made.

2. The Vanderbilt Office of Nows and Public Affair was notified.

My spology for the deiay in submitting this infonmation. Should you need additional infortpation,
picase feel free 1o contact Virginia Wilsy, RN, or mie 1t (615) 322-1918.

Y ery sincarely yours,

Meyers-Elidt PR D., M.B.A.

Amingfozmeﬂxﬁr,kiclmdﬁoovet,m.
Instintional Review Board-Health Sciences Commuties

RMWA/fv
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L'nr»umt» of Pit'tsbui‘gh' S
- Medical Center .

News Bureau

CONTACT: Frank Raczkiewlcz
Susan Manko

PHONE; (412) 647-3555
FAX: (412) 624-3184
E-MAIL: raczki@al.isd.upme.edu
manko@al.isd.upmc.edu
FOR IMMEDIATE RELEASE
BLOOD SUBSTITUTE STUDY IN TRAUMA PATIENTS IS CANCELED

PITTSBURGH, June 15 ~ UPMC Health System was one of about 40 sites
nationwide that was asked to determine the effectiveness of a new treatment for trauma victims
with severe blood loss. The study involved a patented, experimental blood substitute that was
given to adult patients with life-threatening injurles, The blood substitute, developed by
Baxter Healthcare Corp., was given for emergency treatment along with standard therapy,
including blood.

Recently, Baxter decided 1o terminate the study, which had enrolled approximately 100
of its expected 850 participants from Oct. 1, 1997 to Dec. 22, 1997 at 16 sites in the United
States. An interim data review by the study’s independent dafa monitoring committee found
that patients in the study treatment group had significantly increased mortality compared to
those in the control group. Although the data do not yet indicate why the :trwment group had
a higher mortality rate than the control group, Baxter decided to cancel the study out of

concern for patient safety. Further analysis of the data is ongoing to determine what factors

contributed to the higher mortality rate in the treatment group.

=-imnocre-

3811 O'Hara Stroat, Piltsburgh, Pennsylvania 15213 412-624-2607 412.847-3555 Fax: 412-824-3184
Jana Duflield, Director Home phona: 412-363-7058



“I\!

Page -2-

Principal investigator in the study is Andrew Peitzman, M.D., professor in the
department of surgery. Other investigators include: Marilyn I. Borst, M.D., a fellow in
trauma/surgical critical care; Donald Yealy, M.D,, associate professor in the department of
emergency medicine and the depa.ﬁmem of medicine; and W. David Watkiris, M.S., Ph.D,,
M.D., a professor and director of the clinical trials program in the department of
anesthesiology and critical care medicine. |

For additional information about UPMC Héalth sttem, please éccms

hitp://www.upme.edu.

kg\6-15-98
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Research study of blood substitute canceled

UPMC Hehdx System in Picsbuigh, Pa., wag one of zbour40 sites nauonwlde.thzt were asl:zd o hdp deter-
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morulity dompared with those in the control group. Alt}mugh the daa do not yetindicive why the treatment
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ﬁ Clarian Health

Methodist-1U-Riley

Todd Marshall

Regulatory Affairs

Baxter Hemoglobin Therapeutics Office
2545 Central Avenue

Boulder, Colorado 80301-2857

Fax 303-443-7343

January 7, 1999

Dr. Mr. Marshall,

This letter is in response to a request made by Dr. Max Koenigsberg, Baxter medical consultant, to
summarize actions taken at the Methodist Hospital, Indianapolis, Indiana study site as participant in the
Baxter trial entitled:

“The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin (DCIHb) in the Treatment of Severe
Traumatic Hemorrhagic Shock”.

These actions disclosed results of the study to the research and public community in consultation with our
hospital’s Institutional Review Board.

L.

All hospital clinical department heads and clinical staff directly involved in the study were informed of
the results of the trial that led to the study’s termination. This action was initiated by personal phone
call and discussion led by Dr. Rodman, this site’s principle investigator, and Maureen Misinski, RN,
the site’s study coordinator.

All patients and/or families were contacted by phone and personally informed of the results of the
study by this site’s study coordinator. All but one of the patient’s and/or their immediate families were
reached by phone. All patients/families contacted expressed gratitude for the follow-up discussion.

The Indiana State’s Attorney General’s office and the Office of Commissioner of the State Board of
Health were contacted and briefed about the study’s results and reason for termination of the trial.
These offices had been part of this study site’s pre-study disclosure process pursuant to 21 CFR 50.24,
exception to informed consent requirements for emergency research.

The local newspaper, The Indianapolis Star, carried a story on or about March 31, 1998, after the press
release from Baxter, describing the results of the study and its early termination. Likewise, the
Indianapolis Business Journal in association with WISH-TV, a local television station, published in its
daily news release an announcement of Baxter’s decision to terminate the study due to the fact that
“more patients died in its treatment group than in its control group”.

Finally, having recently received a ‘Synopsis’ of the final study report attached to a Baxter letter dated
November 19, 1998, I am forwarding a copy of the synopsis to relevant members of our research
community, and our hospital’s Institutional Review Board.

Clarian Health Partners, Inc. 1-65 at 21% Street 317 929-2000

P.O. Box 1367
Indianapolis, Indiana
46206-1367



We feel that we have exercised full compliance with the intent of 21 CFR 50.24, exception from informed
consent requirements for emergency research. We take this disclosure responsibility very seriously and we
anxiously await the final step of publication of the results of this important study in the peer reviewed
scientific literature.

If I can be of further assistance, please call me at 317-929-3940,

Sincerely,‘

Ly bt RS~
George H. Rodman, Jr. MD
Director, Trauma Services

cc: James Lingeman, MD, Chm., Methodist Hospital Institutional Review Board
Max D. Koenigsberg, MD, University of Illinois
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M.C. HO70

Health System P.0. Box 850
Hershey, PA 17033-0850
717 531 6241 Tel

December 14, 1998 717 531 4404
717 531 3649 Fax

m PennState GeiSinger Section of Trauma/Critical Care Surgery
e

Jaime Houghton
Clinical Project Manager p e e e s
Hemoglobin Therapeulics Sasdralec Bloster, MD, FCCP, FCCM

Baxter Healthcare Corporation
25212 West State Route 120
Round Lake, Illinois 60073-9799

Dear Jaime:

Regarding the shutdown of the DCLHD Trial and the Waiver of informed Conscnt, | held
a series of calls to members of our community group and filed a report with our IRB.

We enrolled 3 patients for this tral. 2 patients reccived placebo and one was randomized
to DCLHb but never received the test article because of an carly death in the OR. Thus,
no one from our site rcceived any DCLHb, We closed the study immediately upon
learning that there was a problem.

Qur community group understood the reasons for closure based upon the interim data set.
They do not neccssarily undetstand the reasons that this test article when given for other
studies seemed safe but may have caused this problem in trauma. They also understood
that no one from Central Pennsylvania had received the test article and that the one death
resulted from the traumatic injuries, not the test article.

Our community group cousists of lay people from the IRB and lay citizens from local
churches. There is also a “Holocaust Survivor” on this group. They thought this study
had a lot of potential and understand why research such as this needs to be done to
confirm theoretical potential.

M S Hershey Med Center
PO Box 850
Hershey, PA 17033
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By TERRI LANGFORD
Assoclated Press

HOUSTON A pharmaceuti-
al company abruptly halted its
§tudy of a blood suﬁstltute in US.
imergency room patients after dis-
overing they were dying at a
higher rate than expected.
.
ki

But tests are continuing with

tmergency care patients in Europe
§td with elective surgery patients
n the United States because they
ave shown no evidence of a
Righer death rate.
Baxter Healthcare Corp. of
Peerfield, 111, ended the trauma
tient study 'I‘uesday after a re-
iew of the first 100 participants
owed people given the artificial
jod product, HemAssist, died at
. eater rate than those who did
iot receive it, said Mary Thomas, a
r spokeswoman
*Baxter had anticipated that 40
ent of the severely injured a-
ts given HemAssist would
The company refused to give the
" ewact number of patients who died
jt the exact number of those who
feteived HemAssist.
&= Thomas would only say Wednes-
any that “about half” of the 100
. ﬂera given the bload substitute
: “slightly more than 40 per-
“gent” of those died.
H The company stressed that
. those teated were among the most
g ely ill trauma patients, and
t only 3 percent of the nation’s
rgency room patients could be
ble for the study, according to
deral guidelines.
e race o ﬁnd a blood substi-
te has been intense because arti- -
. cxal blood could egse shortages,
te the time-consuming pro- l

. «{ass of matchmg blood types and

{ipe out the risk of contdmina-

’ i n. In addition, members of some

hgmua grougas refuse tQ accept
'l'hfuswras . a11 slated

- § The study, ongm y to

‘include 850 atients, involved criti-

- ly m]u.reg patients taken to hos-

- fital emergency rooms.

»«<The study was dmcontmued in

‘Bhase TII. testing;; usually the last

‘befare a drug'is considered

T ap, ok bythe S.Foodand

. zery patxent.s axll.:d in sevemlﬁh
X ) patients in Europe are con-
,mg because no abnormal mor-
ity rates:have been detected in
jose trials, Thomas said.
» Experts cannot explain. the dif-
f¥rence between the US, and Euro-
an trauma patient studies, but
ulat:e that the way emergency
is provided may be a factor.
¢ "In urope, physicians actually
rjde with the ambulances; and
HemAssist is administered more
timckly, Thomas said. “In the
{nited States, patients are treated
after they arrive at the hospltal
Lhey have been in shock longer.”

.4,_-.*_ [ U,
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Medical research provides Christiana Care
physicians a chance to distinguish themselves and their
employer. It also provides patients with cutting-edge
therapies when nothing else seems to work.

~ by Mark R. Nardone

again. Her obstetrician at Jefferson
Medical College in Philadelphia told
het, “You're done.”

Nusblact, 34, was 17 weeks into her
sixth pregnaacy. The previous five had
failed, and though the fetus she was carry-
ing was stll healthy, she kaew that the
chances of delivering a normal child
before 28 weeks were slim. Her husband
Jay pushed the docter. “That’s no good,”
he said. “Get creative.”

The obstetrician made some calis. One
was to a colleague from Jefferson who

I lene Nusblatt’s water had broken —

was also the director of research for the
department of obstetrics and gynecology
at Christiana Hospital. He was working on
an experimental technique and had seen
some good results. The procedure was
risky, llene’s doctor explained, but it just
raight help. .
With 8,000 employces and 1000 beds,
Christiana Care is one of the largest health
systems in the country. It is also one of the
largest sites for clinical research, “one that
does more research than most university
hospitals,” says president and CEO Dr.
Charles Smith. *Tt part of our mission, it’s

Digital photography by Carlos Alejandro
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integral to improving the health of the com-
munity. And we've established a reputation.”

Bur the Nusblaus, of Yardley, Pen-
asvivania, didn't know that. As they
raced tr Newark, llene knew cnly that
shr rouldn’s welerate Josing the baby, of
7 she ability o ever bear chuldren.
wus stim, it was
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saller ey hope,

esc .uch 15 the science of hope.
: qrmg in clinical trials
_' l'.,' nsdane Care pacents an
ity 1D recave today the treal-
{R0ITOW.
~agust, Christana Cate was pi-
uny 1n nearly 700 clinical trials.
im0 u’ research include cancer, cardiol-
and vardiac surgery, perinatology
aud neoaatology, infectious disease, radi-
ology, hypertension, trauma, dentistry and
exercise physiology. It also participates in
studies of health care delivery and med-
ical education. Many of the studies are
national in scope. And some are linked 10
major research hospitals such as Mayo
Clinic and Johns Hopkins University.
“We get the same drugs here as at
{(Memorial) Sloan-Kettering (Cancer
Center) because we're part of the same
studies,” Smith says.

The largest research programs corre-
spond directly with Delaware's major
health problerns — cancer, heart disease
and infant montality, to name a few —

partly because they are the largest prob--

Jems and partly because there is a large

pool of patients to enroll in studies,
Christiana Care surgeons will perform
2,000 angioplasties this year, for example,
and they routinely do more critical heart
surgenies than any hospital in Philadel-
phia. “We recognize that this is a need for
this populstien,” says Angela DiSabatino,
ceordinalor of cardisc research. “We
have a large population. Let's find out
why and help them.”

About §0 Chrisfany Care pateats
dizgnosed with heart atacks each month,
which helped uiake Christiana Hospital in
Newark the No. 1 patient enrolier in the
country two years ago for GUSTOIII a
trial of a shen-new clot-busting drug called
Retevase, {Retevase has since beea ap-
proved by the Food and Daug Admin-
istradon.) Other cardiac trials over the past
10 years have tested different drugs, vari-
ous types of stents (srall cylindrical cages
inserted in arteries to keep them from clos-
ing), various types of balloons for angio-
plasties and a tool for shaving choles-
terol plaque from the walls of arteries.

As principal investigator for the
CADILLAC gial (Controlled Abciximab
Device Investigation to Lower Late

Angioplasty Complications), cardiologist -

James Ritrer predicts one of the biggest
breskthroughs in the treatment of heart
artack vietims since clot-busting medica-
tions, or lytic therapy, revolutionized
treatment two decades ago. Angioplasty
— opening blocked arteries by inflating
balloons inside them —. was first reported
in the late 1970s, and it cansed a dramatic
increase in the number of heart anack sur-

Photogruph by Soatt Hewitt
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vivors. Then came stenting. But stents can
also clog with cholesterol plaque. About

I5 perceat of angioplasty patients suffer

recurring problems during their hospital
stays, and 30 percent to 50 percent experi-
ence a parowing of Uieir arteries within
three to six months after surgery. CADIL-
LAC is testing whether or not stegting
combined with a drug called Reopro,
which inhibits clotting, is better than stan-
dard therapies. “This stands to be a land-
mark trial,” Ritter says.

Christiana Care's Cardiotogy Research
Office was established in 1991, though
individual doctors like Ritter had already
been doing research there for several
years. Similarly, Christiana Care (former-
ly the Medical Center of Delaware) had
been involved in cancer research “since
the early d2ys” when there were only four

‘medical oncologists in Wilmington, says

Dr. lrving Berkowitz, principal investiga-
tor for cancer research. In the sarly 1970s,
for example, the old Wilmington General
Hospital was the first in the country to test
tamoxifen, which was made in Delaware
by ICI Americas. Tamoxifen was found to
prevent a recusrence of breast cancer by
blocking the body’s production of the
female hormone estrogen. A recent
national study, in which Christiana Care
took part, tested whether or not tamoxifen
will prevent breast cancer in high-risk
women. Researchers await the results.
Since then Christiana Care has applied to
take part in another study of tamoxifen.

‘With a grant from the Nationa!
Cancer Institute in 1987, the medical
center became a Community Clinical
Oncology Program. It is now among the
largest of the SO0 CCOPs in the country,
according to Pamela G. Eppes, clinical
trials coordinator for oncology research.
Trials coordinated through Christiana
Care include patients from every private
hospital ip Delaware, some in New
Jersey, Anderson Caancer Center in Texas
and the duPont Hospital for Children. At
any time about 300 patients are partic-
ipating in 150 trials, and Christiana Care
tracks about 2,500 patients going back 25
years. There are now 12 medical oncolo-
gists on staff. Nearly all of them are
invelved in research.

“The amount of resources committed
to clinical cancer research — that’s a lot

_of mooey,” says Dr. Peter Hulick, director

of the cancer program for the radiation
oncology department. “That’s a huge
amount for any commmunity hospital.”

A1 8 iNviuwg

.y contrast, serious research into
B women’s health began only five

to 10 years ago, says Dr. Tony
Sciscione, director of research for the
department of obstetrics and gynecology
at Christiana Hospital. “A teacher once
told me, ‘Do you know what maternal-
fetal medicine is all about? It’s about
making decisions without information.’
That’s what I want to see if I can do
something about.”

As in all research, research into fernale
health is fraught with ethical concemns.
Research in maternal-fetal medicine is
further complicated by concem not only
for the safety of the mother, but also the
safety of the fetus. Ensuring the safety of
the subjects and maldng sure proposed tri-
als meet federal guidelines for research
are the main duties of Christiana Care’s
Institutional Review Board. “As bio
ethics merge with medical ethics, research
ethics is emerging as its own branch,”
says Paul Durbin, an IRB member and
professor of philosophy at the University
of Delaware. “Nobody wants to see an-
other Tuskegee.”

- Durbin refers to the Tuskegee Study of
Untreated Syphilis in the Negro Male per-
formed by the United States Public Health
Service from 1932 to 1972. Researchers
wanted to understand what would happen
to untreated syphilitics in order to
irnprove treatment of them in the future.
For 40 years government doctors deaied
aid to 2 group of infected black men from
Macon County, Alabama. “The idea was
that they would really help these people
once they understood the disease,” Durbin
says. “The research would benefit many
people. But it didn't help the subjects.”

The Tuskegee study was the “longest
nontherapeutic experiment on hurman
beings in medical history,” according to
the New York Times, Researchers evontu-
ally leamed that syphilis could be easily
treated with penicillin, but before then
many of the study subjects died blind or
insane. The study raised many questions
about racism jn medicine, governrent
abuse of a vulgerable population and ethi-
cal misconduct in medical research. Aftera
public uproar, federal guidelines were writ-
tex in the 1970s 1o protect human subjects.

The most important factor in clinical
trials is informed conseat. Any patient pre-
sented with an opportunity to participate in
a study or trial is fully advised of the pos-
sible benefits and risks. “Research is intru-

" sec RESEARCH, page 89

e e e e

“Research 1S

mtrusive.

We don’t want

o take
advantage

of people.
Now there are
‘mechanisms to

make SUI'C
that doesn’t
happen.”
— Paul Durbin,
Institutional
Review Board
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RESEARCH
conninued from page 57
sive,” Durbin says. “We don’t want to ke
advantage of people. Now there are mech-
anistus to make sure that doesn’t happen.”
ost trials dended by the Institutional

Review Board are poorly designed,
Durbin says. Two years ago, for example,
Christiana Care was asked to participate
in a trial of a new blood substute. The
wial was designed to occur without the
consent of its subjects. The maker of the
blood substitute argued that trauma
patients would have lost much of their
blood before arriving at the emergency
room and would therefore need their
product to survive. The Institutional
Review Board considered the proposal
carefully before deciding to go along with
the Food and Drug Administration, which
had the requirement of informed consent.
The product proved ineffgcave, and the
maker withdrew after only a couple of
months. The question remained: Should
the mial bave been conducted without the
patient’s informed consent?

Yet researchers admit that there are
times when there is no scientific basis for

[ T W e

rying new therapics. Other times, 2 new
treatment or medicine may be a patieat's
fast hope. And, Durbin adds, “There is a

" Jot of this that is just bumanitariag.”

As llene Nusblalt well knows.

ciscione, 38, leans back in his chair

and props his running shoe-clad

feet on his desk. “The hardest thing
is to see people who wotk so hard 1o have
a baby and just can't,” he says. “T lmow
that God has different things in store for
all of us. But people who lose 15 babies?
That ] just can't understand.”

Sciscione is obsessed with understand-
ing. His father, an engineer, never let him
chanpe a bad light bulb without making
him explain why the bulb burned out in
the first place. “Now I do the same thing
to my kids,” Sciscione says. When his
wife started contractions 10 weeks before
the expected due date of their first son, he
questioned the conventional wisdom that
the signaled premature labor even when
the cervix — the gateway to the birth
canal — had not started to open.

Sciscione devised an experiment: balf
the partdcipants who experienced signs of

—~

pre-term laber were admitted to the hospi-
tal and given medicines to stop the con-
tractions; the other half were sent horie to
rest. “Do you know what we learned?”
Sciscione says. “Nothing.” The resulis
were reported in the American Journal of
Perinatology last year. When Sciscione's
wife started pre-term contractions during
her next two pregnancies, he refused 10
take her to the hospital,

“I ask my students: How do we learmn
in medicine?” Sciscione says. “The stu-
dents always say, ‘We do studies.” No.
Someone makes an observation. Then we
make an experiment.”

For example, doctors had been using a
device called a Foley bulb — a small bal-
loon on the end of a catheter tube — to
open the bladder of patients with blocked
urinary tracts. Sciscione had heard enough
anecdotal evidence to believe the Foley
bulb might be used similarly to induce
labor by stimulating dilatton of 8 woman's
cervix. During a narmal labor, the ceevix, a
cartlage-like valve, softens in response to
the change of hormones around it. Usvally
doctors wait far the dilation to occur natu-
rally, but it can take many days, and wait-
ing too long presents various risks; such

STANLEY STEEMER
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by caesarean secton, for example. Most
obstetricians stimulate an uncooperative
cervix using a special hormone gel. But
after testing his techoique on 150 women,
Sciscione learned that a $17 Foley bulb
worked as well as a $200 dose of gel, thus
lowering the financial cost of giving birth,
reducing the nced for cacsarcans and short-
ening hospital stays for new roothers,

That result will soon be published in
the American Journal of Obstetrics and
Gynecology. The procedure is now
encouraged by Christiana Care — and by
new mom Jackic Boyer.

Boyer, 23, was eating a breakfast of
scrambled eggs in her Christiana Hospital
room on an August moming while her
husband Peter, 27, cuddled their daughtar
Madison. Boyer participated in a second
test of the Foley bulb technique. In the
first experiment, all the participants were
hospitalized after the bulb was inserted. In
Boyer's experiment, half the women were
sent home until Jabor began. “Inducement
with Protosin (a brand of gel) would have
taken three times as long,” Jackie says. “I
was ready.” Eight hours after the bulb was
placed, she began labor. The technique
was so simple and painless, Boyer says,
she hardly felt like she was contributing to
the advancement of medical science.

Now Sciscione is testing whether the
Foley bulb is superior to other therapies.
Says IRB director Dr. Jemry Castellaro,
“The best research doesn't bave to be
complex.™

hat’s neat about medicine is
that you really can affect peo-
ple positively,” Sciscione

says. “As rescarchers, we answer a lot of
really neat questions.”

Sciscione's greatest fascination is the
induction of Jabor. The problem he’s most
interested in now is what causes a
woman’s water to break before full term.
Most obstetricians suspect the rupture is
cavsed by infection, but no one knows.

During 2 narmyil pregnancy, the cervix
is plugged with a mucus-like barrier.
Sometimes that barmrier breaks down and
washes fres. When that happens the wompan
starts to Jose amniotic fluid. The result to
the fetus is usnally devastating. The fluid
protects the fetus by preventing it from
twisting its umbilical cord and by shielding
it from traurna; sometimes the sac that con-
taing the fluid collapses, causing the fetus's
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limbs to press against the uterus and disfig-
vre. In ways doctors don't fully understand,
the amniotic fluid is also eniteal 1o healthy—-
development of the fetus's lungs. If a fetus
was born before 24 wecks in the past,
Sciscione says, it almost never survived.

These were among the risks llene
Nusblatt faced when she was admitted to
Christiana Hospital in August last year,
“They were afraid that, even if the baby
was bom, it wouldn’t be able 1o breathe,”
she says. “Even if we made it to viability,
dow we could deliver a baby that wouldn't Live.”
q The matter was further complicated by
other fattors. During her fifth pregnancy,
1 Nusblatt had been given a cervical cer-
al clage, a stitch made to keep her cervix
T closed until she began labor. That preg-
u  nancy lasted 16 weeks before her water
1 broke, But because it had lasted far longer
3 than the previous four, she was hopeful,
During her sixth pregnancy, ber doctor
gave her an abdominal cerclage to close
i her cervix permanently. That pregnancy
» lasted 17 weeks. Sciscione bhad used a sim-
ilar technique on another patient. When it
failed, he came up with a new idea.

The “why” of things is Sciscione’s
obsession, but why is sometimes out-
- weighed by “how.” No one knew why
Nusblatt had so many miscarriages. (The
Nusblatts later learned that Ilene was
affected by a synthetic hormone her moth-
er had been given to prevent a miscar-
riage.) "How" Sciscione planned to help
Nusblatt was by damming her cervix with
a glue made of fibrin. A - y

Fibrin is an insoluble protein formed | M » w——r " '
from an enzyme that causes blood to clot Helping people turn challenge into success
and a protein found in blood plasma,
Fibrin glue had been used effectively in
cosmetic, urologic and cardiovascular
surgery since the 1960s. Sciscione sus-
pected that, like the Foley bulb, fibrin
might have other applications.

When Sciscione was recommended to
Nusblatt, he had tested the glue on only
10 women. “The first five times it failed
miserably,” he says. He changed the com-
position of the glue and tried it on five
more women. “Two of the women deliv-
cred beautifully,” he says.

But the glue was far from perfect, and

—
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_Serving familiet in the Delaware community for over two docades. -

Trust our experience.

he wamed the Nusblatts that their chance of | JSS .
o the pregnancy going to term wes “dismal.” | 302-658-8860
L “It's important not to put up these | MK 321 E. 11th Street
quote-unquote ‘medical barriers.’ I think | Wilmington, DE 19801
it sets the person up for disappointment,” | W www.clwyn.org

Sciscione says. “T explain to them that I'm
not God; I'm just 2 human who has

O Yaume
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worked hard at this. But I also explain that

all my training was done to help them.”

“For two days we didn't do anything,”
Iene says. "I thought, ‘This is ridiculous,
Take the baby.’ Then I thought I couldn’t
do that again. I couldn’t make that deci-
sion again, I didn’t know if I could handle
that loss. It wasn’t just the loss of the
pregnancy. It was the loss of not being
able 10 have children. ] couldn’t deal with
it, so I refused to.” Jay Nusblatt remained
optimistic, however, and his attitude
buoyed Ilene. “It was a crossroads for
us,” she says. “We wanted to do every-
thing we could so that we wouldn’t have
any regrets. We were totally involved,
and we were working together. It was
new to (Sciscione) and to us.”

After testing llene for infection and
ascertaining that the fetus was still
healthy, Sciscione applied the glue. It
washed free a short tims later. He
changed the composition and applied the
glue again. Again it washed.

Sciscione could not understand why the
glue kept failing. Then, while he was jogging
one afternoon, the answer hit him: There
was something in llene's amniotic fluid that
was eroding the plug, He altered the glue
again, this time using Ilene’s own blood
agenis. The blood platelets would reduce the
risk of infection and stand up to the flood
of chemicals released during pregnancy.
The next plug stayed in place 212 weeks.

Lene stayed on bed rest for 101 days:
no bathroom privileges, no showers.
Intravenous antibiotics burned up her
veins. Sciscione replaced the fibrin plug
five times. -

llene docsn’t remember much of the
day 3-pound, 2-ounce Ava Rose Nusblatt
entered this world. Ilene was in pain.
Sciscione feared that the stitch in Dene’s
abdomen would cause her uterus to rup-
ture. She delivered by caesarean, and she
lost much blood. But it worked out.

“The kid comes out,” Sciscione says,
“and the kid is absolutely cool.”

Sciscione calls Ilene the hero in this
drama. He sees himself only as someone
with some special knowledge who consid-
ers research jmportant and finds that help-
ing people makes him feel good. Ilene
sees it differently.

“T don’t think we solved anything,” she
says. “I don’t think Tony knows the
answer. But he knows more than he did
going into it. He says he didn’t do a lot. He
did do a lot, but not only that, he gave us a
chance whers most doctors wouldn't” @
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" Name Change

IN THE COURT OF
COMMON PLEAS -
FOR THE
STATE OF DELAWARE
IN AND FOR
NEW CASTLE COUNTY
IN RE CHANGE OF
NAME OF Patrick Gagai,
PETITIONER(S)

TO Phethuvuyo Gagai.
NOTICE IS HEREBY
GIVEN that Patrick Ga-
gai intends fo present a
Petition to the Court of

mon _Pleas for the
State of Delaware in ond
for New Castie County, lo
change his name

Phethuvuyo Gagai.
Pairick Gagai
Petitioner(s)

DATED: 12-398

127512,19-NJ OMB694

Register Order

Estate of RICHARD J.
LEE, Dec .. Notice is
hereby given that Letters
of Testomentary upon the
Estate of RICHARD J.

£

lélh day of NOVEMBER,

A.D. 1998, and all persons
indebted to the said de-
ceased are requested to
make payments fo the
Executrix without delay,
ond all persons having
demands against the de-
ceased are required to ex-
hibit and present the. same
duly probated to the soid
Executrix on or before the

29th day of JUNE, A.D.
1999, or de low
inthisbeh f

Addrass

’ »CléléRLES 5. KNOTHE,

3516-14 SILVE;;SIDE RD.

crlslmas Bazoor & Auc-- |
. Sat  Dec
»'lyfcbl

| the

:PUBLIC NOTICE

Ths blood ‘substitute

Yelinical trial which involved

the administration of a
blood solutlon for the treat-

- New Century Q1

Cornom‘non will be heldA
* on Wedi

, Decemn
9, 1998 ot 11 AM, the Loc
fion being 1912 Marsh Rd.,
Forwood Manor:
Secretary, Helen Parry
J 0O/85579 -

124,578

e

ment of severe h -
raghic shock has ended.

‘Baxter.- ‘Healthcare

1 Corporation; the sponsor of

| the trial, decided to stop the
:[:trial following an interim
data review by the trial's

mdapendem momtonng
comm|

Patients enrolled info the
.clinical trial were gravely
“ill, victims of severe trau-
"ma, such as motor vehicle
“gecidents, knife and gun-
shot wounds, which have a
| high expected mortality.

Analysis of interim patient
data by the committes,
using'a published model

‘1 (TraUma Injury Severity

Scorg [TRISS]) of predictmg
ougcomes « In trauma

I patients combmmg physio-

logic and anatomic indica-
tors of severity and age,

'} indicate the predicted death

‘rate-In the treatmant group
{récelved DCLHb) was 42.6
pertent {24 of 52 panents )
Thg predicted death rate in
the control group {received
placebo of ‘saline] was 35.5
percent with an observed
death rate of 17.4°(8 of 46
patients.) Some differences
‘wera noted between the
wo groups {DCLHb or
placebo,) nane were signifi-
cant enough to verify why
treatment group
{received DCLHb) had a
higher death rate than the
control group {received
placebo, saline.} Further,
analysis of data is ongoing.

Approximately 100 patients

-1 of the expected 850. partici-

pants were enrolled nation-
wide. Christiand Care
enrolled six participants,
five males and one female.
Two patients received
DCLHD, and four patients
were evaluated as control
patients {received placebo,
saline.) One patient who
received DCLHb, expired
and was found to have
injuries incompatible with
life. The other five partici-
pants were treated for vari-
ous serious injuries and
subsequently were dis-
charged from Christiana
Care,

All cases were thoroughly
reviewed by Dr. Glen
Tinkoff, director. of trauma,
the Principal Investigator
and the Institutional Review
Board which approved the
study with the waiver of
informed consent, and
none, through the adminis-
tration of DCLHD or place-
bo, were related to out-
come.

Baxter is releasmg this
clinical information prior to
its final analysis to fulfill its
responsibilities according
to regulations pertaining to
waiver of informed consent.

Christiana Care
Health Services

ext. 4000 haired cat, vic Decalb &  WILM., DE 1
— mW

TTENTION
SMALL, MlNOlﬂArY, :
OWNED CRTERER SES
WBE)

“a.m. and 5:00.p.m.
- offices. of
“Ch

The News Journal
Classifieds
are a great place
to find a pet.

Sell vour stuff
in the classifieds.

COUNTY COUNCIL

MONTHLY SCHEDULE
DECEMBER
{Subject to Change)

Tues. Dec. 1 4:00 p.m. Land Use Committee

Rezonings, Plans, Code

Amend. Etc.
Tue. Dec. 8 4:30 p.m. ‘Finance Committee

7:30 p.m. Council Meeting

Mon. Dec. 14 4:00 p.m. Land Use Committee
Rezonin s Plans, Code

Amend

Tue. Dec. 15 4:30 p.m. Fmance Commmee
7:30 p.m. - Council Meeting

All meehngs will be in the 8th Floor Conference Room
unless otherwise noted. Council’s regular meeting In
Chambers.

REGULAR MEETING gF P::Eltv CASTLE COUNTY
CItyICounty Building, City/County Council Chambers
800 French Street, Wilmington, Dalaware 19801

AGENDA
Dacember 8, 1998
7:30 p.m.

G. Introduction of Ordinances
AN ORDINANCE TO:

*98-132: AMEND THE PAY PLAN AND RATES OF PAY
FOR CLASSIFIED SERVICE EMPLOYEES REPRESENT-
ED BY LOCAL 1607 (HOUSING PROGRAM ASSISTANT).

. Resolutions and Ordinances for Council’s
Consideration and Adoption

CONSENT CALENDAR
R98-188: NEW CASTLE COUNTY COUNCIL EXPRESS-
ING CONDOLENGES TO THE FAMILY OF WILLIAM L

KAPA.
RO8-189: RECOGNIZINQ JOHN W, SLACK FOR HIS

e

m. Mon- .

;hvlhrwghFrlduvthe :
of the - of

CAGE
white
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l 4231 West 16th Avenue

P iy Denver, Colorado 80204

303.629.3511 Phone

4

.. ANTHONY January 7, 1999
CENTRAL HOSPITAL
Jon M. Burch, MD
Chair, DAATAC
777 Bannock Street #206
Denver, CO 80204
Dear Dr. Burch:
This is a letter to inform the DAATAC that the clinical study entitled “The Efficacy Trial of Diaspirin Cross-
Linked Hemoglobin (DCLHb) in the Treatment of Severe Traumatic Hemorrhagic Shock”™ that was conducted
at our site and sponsored by Baxter Healthcare has terminated.
In accordance with regulations issued by the U.S. Department of Health and Human Services and the U.S.
Food and Drug Administration, Centura Health-St. Anthony Central Hospital (SAC), a Level I trauma center,
is informing the community of the preliminary findings from this multi-center research study. Several
hospitals throughout the U.S. participated in the research study, including SAC.
The research study included critically injured trauma patients admitted with severe blood loss. One patient
from SAC was entered into the study. The study participants received an investigative hemoglobin solution in
__ addition to the standard procedures for trauma care. The study compared the mortality of the group that
~ ™ received the investigative hemoglobin solution (treatment group) with the group that did not receive the
investigative hemoglobin solution (control group).
The independent data monitoring committee found that patients in the treatment group had significantly
increased mortality compared to those in the control group. As a result, the company decided to stop the
study early. The company is continuing to analyze the data from the study and will publish a full report in
the future. Included with this letter are the following enclosures:
1. Letter from Baxter Hemoglobin Therapeutics, dated 11/19/98, along with Clin Trials’ synopsis of
the study
2. Information downloaded from the study’s website

a. Press Release from the company announcing the termination of the study

b. Clinical Update

¢. Informed Consent Information
If you would like additional information about this study, or would want to make this an ATAC agenda item,
please contact Thomas L. Wachtel, MD, principal investigator at 303-629-4222.
Sincerely, B ,7

/ - (/</ (] &4[/\[\
) e — LU RE .
e

Thomas L. Wachtel, M.D.
Principal Investigator

Cc:  St. Anthony Central Hospital IRB

Centura Health is an integrated health delivery system
sponsored by PorterCare Adventist Health System -—
and Catholic Health Initiatives Mountain Region
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DENVER. POST GUARANTEED CLASSIFI)

LADIES CALL FREE! | Public Notice
1N31572 TALK In accordance with regulations issued by
o " the US. Department of Health and Human -
Services " and _the "US. Food and Drug -
Adminigtration, Centura Health-St. Anthony
Central Hospital (SAC), a Level I trauma
center, is informing the community of the
preliminary findings from a multi-center
research study that has ended. Several
hospitals throughout the U.S. participated
in the research study, including SAC.

trauma patients admitted with severe blood
loss. One patient from SAC was entered into the
study. The study participants received an
investigative hemoglobin solution in addition
to the standard procedures for trauma care. The .
study compared the mortality of the group that -
received the investigative hemoglobin solution
(treatment group) with the group that did not
receive the investigative hemog]obm solutlon
(control group) :

The research study included critically injured '

The mdependent data monitoring committee
found that patients in the treatment group
had significantly increased mortality compared
to those in the control group. As a result, the
company decided to stop ‘the study “early. |
The company is continuing to anaEfze the data -
from the study and will publish full report
in the future o oz .

If yi)u would hke _additional mformanon
about this study, §ou" may contact Thomas L.
Wachtel, MD, pfincipal mvestlgator and
medical dlrector of the trauma service, at
303-629-4222 or go to the Web site at
http:/ /dcthb.eruic.edu/.

Cen tum Hmhh
S'r ANTHONY CENTRAI. Hosprm

www.stanthonycentralorg )
CopynghtcCentun Health Corporation, 1999~ 2004 1.9 -

towels o cottoee] CHECK YOUR AD | 3§

5T, T Corporation is soliciting] TLIE CIDOT NAVI
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make suggestmns “about needed | belnogich, who was a lawyer in  war in the former Yugoslavia, and 5
services or equipment such as | Serbia. it seems this trend will continue *
cornputers The local chapter of Interna- 'inthe future.” -

T)'le?)nus vm‘m_ QW | )‘]‘)7 o ; — _'.: ,.

Hemoglobm Therapeutics Research ends |
- at MetroHealth Medlcal Center ’

MetroHealth Med1ca1 Center has ended a research study that was -
designed to evaluate a new. treatment for seriously injured patlents
suffering from severe blood loss .

—The study, conducted by 17 of the nation's leading trauma centers was
_stopped by Baxter Healthcare, Inc., developers of the patented blood
substitute product. Accordmg to officials at Baxter Healthcare, the Data
Safety Monitoring committee overseeing the national research effort |
decided the study proved to be unlikely to show the product had a
beneficial effect on 1ncreasmg patient survival

B N T A a

The hemo lobin therapeutics study was the first in the nation to use a -~ _ e
new U.S. l'good and Drug Administration (FDA) regulation that allows |
unconscious patients in danger of dying, and for whom no one was B I
available to give consent, to receive an experimental treatment if no
- alternative treatment with a good chance of success exists. Public
"notification of the study s outcome is a requirement of the FDA
f'iWhlle this particular prOJect did not prove the product to be effectlve
" Tesearchers at MetroHealth Medical Center believe that data gathered
B from this study can contribute to future trauma studies

P

_Baxter Healthcare has estabhshed a web31te at http //dclhb er.uic. edu to
_ provide further information about the study You may also d1rect questions'“
or comments about the study to: o L -

£ DCLHb Stud T 5
""" clo MetroHealth Med1cal Center . .© e

ceowo oo Emergency Medicine

S .ta- . - 2500 MetroHealth Dr.

B Cleve_land, OH 44109-1998 |
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March 25, 1998

Re:  Termination of the Efficacy Trial of Diaspirin Cross-Linked Hemoglobin
(DCLHB™) in the Treatment of Severe Traumatic Hemorrhagic Shock. Protocol
#60292-02P .

Dear Bi¥I0):

An interim analysis after randomization of 113 patients was performed under the direction of the
independent data safety monitoring board. Evaluation of the preliminary data prompted the safety
board to request a hold on further patient accrual as of January 2, 1998. Further analysis of this
data indicated an imbalance in mortality disfavoring the study agent. With these resuits, the
sponsor has terminated this clinical program. The sponsor, Baxter Healthcare ‘will release general
information concerning this trial in the near future. In fulfillment of the new federal regulations
for the exception of informed consent (21 CFR 50.24), each site is obligated to inform its
community of the demographics and results of the study. Once the results of this study have been
completely analyzed, the sponsor will make this information available to each investigator for their
use in this public disclosure process. Since our original approval on June 24, 1997, we have not
enrolled any patients in this clinical wial.

As principle investigator I will keep you abreast of the ongoing activities of this terminated clinical
program.

Regards,

Thomas A. Santora, M.D.
Associate Professor of Surgery
Principle Investigator
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MCP HAHNEMANN UNIVERSITY

DEPARTMENT OF SURGERY
Thomas A. Santora, M.D. ' 3300 Henry Avenue
Associate Professor of Surgery : Philadelphia, PA 19129
Associate Director, Regional Resource Trenema Center (215) 842-6567
Program Director, Surgical Crincal Care Fellowship Jax (215) 843-1095

Director, Surgical Intensive Care Unit

February 4, 1999

Re:  Post Study Disclosure - Trial of Diaspirin Cross-Linked Hemoglobin (DCLHB™) in the
Treatment of Severe Traumatic Hemorrhagic Shock. Pratocol #60292-02P

Dear

This is a follow-up letter concerning the Efficacy trial of Diaspirin Cross-linked Hemoglobin. You may recall
that on the correspondence dated March 25, 1998, I informed you as a member of our research community
counsel that this research study had been discontinued due to an imbalance in mortality disfavoring the
DCLHB compound. Since the discontinuation of this protocol, the sponsor, working with the research
investigators, have reviewed the data collected on the 112 patients randomized into the study prior to
discontinuation. This information was sent to me in synopsis form on February 1, 1999. In folfillment of the
new federal regulations for the exception of mformed consent (21 CFR 50.24), T am obligated to share with
you, the community, the demographics of the patients enrolled and the results of the study.

On June 24, 1997, the Institutiona! Review Board of the Medical College of Pennsylvania approved patient
enrollment into this trial. However, due to the restrictive entry criteria of the study and the conscientionsness
of the invcstigators at the Medical College of Permsylvania, we did not enroll any patients into this clinical
trial. [ have provided a synopsis of the study design and the results for your review. Definite conclusions as
to the imbalance in mortality could not be drawn but, given the significant imbalance, the sponsor and the
research investigators feit that this study could not and should not proceed,

Though this clinical trial did not show the benefit for our community as we had hoped it may, we stand
convinced that clinical trials need to continue in the traurna patient population to test and improve the quality
of care provided to our critically injured community merabers.

Iappreciatethewmﬁmmuthatyouhawgivmwthismmmheﬂ'oninmponsemywrcwmhmmttomr
community. 1 would encourage you to share thig information with other mambers of the community. 1f 1 can
be of any assistance to you or if further information is needed, please feol free to contact me through the
Trauma Center at the Medical College of Pennsylvania.

Regards,

Thomas A. Santora, M.D.
Associate Professor of Surgery
Associate Director, Regional Resource Trauma Center

TAS/lh



Meg McGoldrick
Executive Director and Chief Executive Officer
Medical College of Pennsylvania Hospital '

Barbara Atkinson, M.D.
Annenberg Dean, MCP Hahnemann University

Joel Roslyn, M.D.

Professor and Chair,
Department of Surgery
MCP Hahnemann University

Stan Trooskin, M.D.

Professor of Surgery

Chief, Division of Trauma and Surgical Critical Care
MCP Hahnemann University

Lewis J. Kaplan, M.D.
Department of Surgery
MCP Hahnemann University

John R. Clarke, M.D.
Professor of Surgery
MCP Hahnemann University

Rosemary Kozar, M.D.
Department of Surgery
MCP Hahnemann University
MS#413

Jan C. Harrow, M.D.

Co-Chair, Committee for the Protection Human Subjects
MCP Hahnemann University

MS 310

Pamela Crilley, D.Q.

Co-Chair, Committee for the Protection of Human Subjects
MCP Hahnemann University

MS 412
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Pat Baldridge

* Vice President, Communications

Medical College of Permsylvania Hospital

Vincent Cowell, M.D.
Department of Anesthesia
Medical College of Pennsylvania Hospitals

Reverend Doctor Florence Gelo

Chaplain, Medical College of Pennsylvania Hospitais
3300 Henry Avenue '
Philadelphia, PA 19129

Steven Woodside, Esq.

President East Falls Business Association
1700 Market Street

Suite 2628

Philadelphia, PA 19103

Reverend William King
United Church of Christ
52 E. Slocum Street

Philadelphia, PA 19119

Reverend William DeHeyman
3300 W, Queen Lane
Philadelphia, PA 19129

Ms. Roberta Ginsberg

President, East Falls Community Development Corporation
3709 Midvale Avenue

Philadelphia, PA 19129

Dr, Jesse Gardner

Principal, Germantown High School
Germantown Avenue and High Street
Philadelphia, PA 19144

Mr. Charles Whiting

Principal, R.S. Walton Elementary School
28th and Huntingdon Streets
Philadelphia, PA 19132



Officer Velma Dean
Community Relations Officer
3%th District

22nd and Hunting Park Avenue
Philadelphia, PA 19140

Reverend Sligh

Devereaux United Methodist Church
26th and Allegheny Avenue
Philadelphia, PA 19132
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Baxter Healthcare Corporation Final Report
DCLHb™
Protocol THS 95.1

{1 Severe Traumatic Hemorrhagic Shock

2. SYNOPSIS
Name of Company: Individual Study Table (For National Authority 1
Baxter Healthcare Corporation Referring to Part Use Only)
Name of Finished Product: of the Dossier
Diaspirin Cross-linked Volume:
Hemoglobin (DCLHb) olume:
Name of Active Ingredient: Page:
DCLHb
H-——_ — — —

Title of Study: The Efficacy Trial of Diaspirin Cross-linked Hemoglobin (DCLHD) in the Treatment of

Investigators: There were 19 principal investigators who were approved to enroll patients in this study. A
total of 18 investigators at 17 sites enrolled patients in this study. See Panel 6:1 for a list of investigators

and number of patients enrolled.

Study Center(s): There were 20 study centers with one center not enrolling any patients and two other

centers not initiated to enroll patients (see Panel 6:1)
Publication (reference): None

Study period (years): ‘ Phase of development: Phase ITI
(Date of first enrollment): February 1997

(Date of last completed):  January 1998

Objectives: .
Primary Endpoints: 28 day Mortality Reduction.

Secondarv Endpoints: Morbidity reduction as measured by the multiple organ dysfunction (MOD) scores;
48 hour mortality reduction; and 24 hour lactate level.

Pharmaco-economic Endpoints: Blood utilization reduction; ventilator, dialysis, ICU and total hospital day
reduction.

Safetv Endpoints: (a) the incidence and severity of adverse events (AEs); and (b) changes from baseline
in clinical laboratory results and summary of graded toxicities.

J exception from informed consent).

Methodology: This was a multicenter, randomized, normal saline procedure controlled, single-blind study
in which trauma patients with persistent hypoperfusion despite aggressive pre-hospital therapy were
randomized to receive up to 1000 mL of 10% DCLHD or up to 1000 mL of normal saline. Investigators
evaluated patients clinically for 28 days following infusion.

Investigators, IRBs, and Baxter complied with regulations 21 CRF 50.4 (Exception from informed consent
requirements for emergency research, the regulations governing emergency research conducted with an

Number of Patients (Planned and Analyzed): Planned 850; Analyzed 112 randomized patients, 98
infused patients. Based on the recommendations of the Data Monitoring Committee the study was
| terminated early.

Diagnosis and Main Criteria for Inclusion: Eighteen years of age or older; evidence of hemorrhage, and

tissue hypoxia and cellular hypoperfusion.

ii
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Baxter Healthcare Corporation Final Report
DCLHb™ :
Protocol THS 95.1

2. SYNOPSIS (Cont'd)

e _

Name of Company: Individual Study Table (For National Authority
Baxter Healthcare Corporation Referring to Part Use Only)
Name of Finished Product: of the Dossier
Diaspirin Cross-linked ' .
Hemoglobin (DCLHb) Volume:
Name of Active Ingredient: Page:
I DCLHb

Test Product, Dose and Mode of Administration, Batch Number: DCLHb administered through an
intravenous line. Batch numbers and list of patients receiving study product from specific batches are
provided in Appendix 16.1.6.

Reference Therapy, Dose and Mode of Administration, Batch Number: Normal saline administered
through an intravenous line. Batch numbers and list of patients receiving study product from specific
batches are provided in Appendix 16.1.6.

Duration of Treatment: Infusion was to begin no later than 30 minutes after patients met entry criteria,
and within 60 minutes of hospital arrival. The entire dosing regimen was to be completed within
60 minutes from start of first infusion.

Criteria for Evaluation:
Efficacy; Survival status at 28 days after infusion.

Safety: Incidence of adverse events; change from baseline analysis of laboratory data, analysis of
laboratory data by graded toxicities.

Statistical Methods: Logrank test (without stratification) was used for the primary analysis for
comparison of DCLHb with the normal saline procedure treatment group with respect to 28-day mortality.
Kaplan-Meier survival curves were used to describe the survival function in each treatment group. Cox
proportional hazards modeling was used to adjust for pretreatment factors and to test the effect of
stratification by center. Logistic regression analysis of 28 day mortality adjusted for baseline
characteristics, trauma injury score prediction and adjustment (TRISS), probability of survival analysis
using "new" models deveioped by Drs. Champion and Sacco, and analysis of patients with high risk and
very high risk factors for mortality were also performed as exploratory analyses.

il



Baxter Healthcare Corporation Final Report
DCLHv™
Protocol THS 95.1

2. SYNOPSIS (Cont'd)

Name of Company: Individual Study Table (For National Authority
Baxter Healthcare Corporation Referring to Part Use Only)

Name of Finished Product: of the Dossier

Diaspirin Cross-linked Volume:

Hemoglobin (DCLHb) olame:

Name of Active Ingreaient: Page:

DCLHb

Summary

Efficacy Results: Logrank analysis of 28 day mortality shows that the probability of death is significantly
higher for the DCLHb group when compared to the normal saline group (24/52, 46% in the DCLHb group
vs. 8/46, 17% in the normal saline group, p-value =0.003). The Kaplan-Meier estimate of the survival
distribution for the two treatment groups shows early separation (by 3 hours after start of infusion) with
the survival distribution declining much more rapidly in the DCLHb group than in the normal saline

group. Despite an apparent imbalance in baseline injury severity, the difference in mortality rates remain
after adjusting for pretreatment factors (Cox proportional hazards model) and significant baseline variables
(logistic regression model). These findings remain even after adjustment for predicted probability of death
in the two treatment groups (TRISS model). The results of the 48 hour mortality analysis also supports the
above findings. Analysis of 24 hour lactate levels shows a significant difference between the DCLHb and
normal saline procedure treatment groups when patients who died are included in the analysis (assuming
worst rank imputed for death). No conclusive interpretation could be made on the MOD score analysis
because of violation of mode] assumptions.

In a retrospective, independent, blinded analysis of the mortality data in this study by Drs. Champion and
Sacco, based on the probability of survival, case control analysis and clinical review of the data, 96%
(22/23) of the deaths in the DCLHb group and 88% (7/8) of the deaths in the normal saline group were
predicted or not unexpected.

In a further retrospective, but unblinded, analysis, 15 factors were chosen empirically by the lead
investigators and endpoint criteria for high risk and very high risk for mortality were defined. Based on
these risk variables, 15% (7/46) of the patients in the normal saline group and 29% (15/52) of the patients
in the DCLHb group met seven or morc of the high risk criteria for mortality at baseline. Of these, 4
patients in the normal saline group and 12 patients in the DCLHDb group died. Also, 7% (3/46) of the
patients in the normal saline group and 21% (11/52) of the patients in the DCLHb group met four or more
of the very high risk criteria for mortality at baseline. Of these, all three patients in the normal saline
group and 10 patients in the DCLHb group died. More patients in the DCLHb group met either
retrospective criteria of seven or more of the high risk conditions or four or more of the very high risk
conditions for mortality when compared to the patients in the normal saline group. Thus, there is an
imbalance across treatment groups in the number of patients with high risk and very high risk factors for
mortality at baseline, indicating that patients randomized to the DCLHb group had a greater risk of
mortality at baseline. These results complicate the interpretation of the mortality rate imbalances between
treatment groups.

w
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Baxter Healthcare Corporation

DCLHb™
Protocol THS 95.1

2.

e ——— — —
Name of Company: Individual Study Table (For National Authority
Baxter Healthcare Corporation Referring to Part Use Only)

SYNOPSIS (Cont'd)

Name of Finished Product: of the Dossier
Diaspirin Cross-linked Volume:
Hemoglobin (DCLHb) ofume:

IW'

Name of Active Ingredient: Page:
DCLHb

Safety Results:

Final Report

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

In both the DCLHD and normal saline groups most deaths (84%) occurred in the first 24 hours
following injury.

Retrospective, blinded analysis of mortality data (Appendix 16.4.2) revealed that 96% of the deaths in
the DCLHb group and 88% of the deaths in the normal saline group were predicted or not unexpected
based on model predicted probabilities, case control analysis, and clinical review.

Retrospective unblinded analysis based on mortality risk variables (Appendix 16.4.3) revealed that
more patients in the DCLHb group met the criteria for high or very high risk for mortality at baseline,
than did patients in the normal saline group. Thus, there may have been an imbalance across
treatment groups in the number of patients at high risk and very high risk for mortality at baseline.
The reasons for the apparent failure of adequate randomization are unknown.

In both treatment groups the most frequent causes of death were hemorrhage, cardiac arrest and
multisystem organ failure.

More patients receiving DCLHb had cardiovascular and heart rate and rhythm serious adverse events
than did patients receiving normal saline procedure (17% vs. 9%, and 15% vs. 9%, respectively).
This is not unexpected given the imbalance in mortality.

Seven out of 8 patients having pretreatment cardiac arrests in the field were randomized to the
DCLHb group, and all but one of these patients died. This unequal distribution of patients
predisposed to a poor outcome may have contributed to the higher incidence of AEs and deaths in the
DCLHBb group, but the reasons for the imbalance are unclear.

The difference in mortality rates remain after adjusting for pretreatment factors and significant
baseline variables.

A transient elevation in serum amylase (peaking at 24 hours post infusion and returning to normal by
day 7) occurred in the DCLHDb group. Similar results have been reported in previous studies using the
same range of DCLHb doses.

In both treatment groups, the death rate for patients who received alpha agonists was substantially
higher than the death rate for those who did not receive alpha agonists (80% vs. 15%, in the DCLHb
group; 33% vs. 0% in the normal saline group).
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Conclusion: The efficacy and safety analyses revealed a statistically significantly higher mortality rate in
patients receiving DCLHDb than in patients receiving normal saline. The difference in mortality rates
remain afler adjusting for pretreatment factors and significant baseline variables. However, retrospective,
blinded, analysis of mortality data revealed that 96% of the deaths in the DCLHb group and 88% of the
deaths in the normal saline group were predicted based on model predicted probabilities, case control
analyses, and clinical review. Furthermore, based on a retrospective unblinded analysis, more patients in
the DCLHb group met the criteria for high or very high risk for mortality at baseline, than did patients in
the normal saline group. Thus, there is an imbalance across treatment groups in the number of patients at
high risk and very high risk for mortality at baseline. Thus, the usefulness of DCLHb in the treatment of
severe traumatic hemorrhagic shock could not be demonstrated from these data.

Date of the Report: November 6, 1998
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The most controversial
aspect about medical -
research trials involving a
blood substitute was not the
higher than expected death
rate but the fact that patients
never gave their consent.
By Jeremy Manier
TRIBUNE STAFP WRITER

Two years ago, researchers fof
‘Deerfleld-based Baxter International Inc

. began the first advanced trial of an -
* oxygen-carrying blood substitute with

. great hopes. that the product might one

"day revolutionize emergency medicing
by providing a ready treatment for Deo:
ple of all blood types.

" That didn’t happen. The trial was
halted because out of 52 emergency
trauma ptients around the couniry who

received the blood substitute called °

- HemAssist, 24 died—two more than
would have been predicted given the
.- geverity of their injuries and far more
than the death rate in a group that
. received only routine treatment. i
Though the trial's disappointing
‘results were widely reported last sum-
_- mer, the assessments did not examine its
most controversial feature: Consent was
" nmever obtained from patients in the
.. study. But recently, some medical
" experts have called for federal regulators
. -to revisit the policy that permits some
;.:experiments on humans to be conducted
/- without the consent of patients or their
. families. 4
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- The absence of consent was allowed
under a historic 1898 change in U.S!

Food and Drug Administration regula;

tions. Baxter’s trial was the first study to
take advantage of the new rules, which
were designed to facilitate research in
emergency medicine that could not hap-
penifdoctorshadtotakethenmetoget
consent.

But in addition to encouraging new
discoveries, the regulatory change broke
with a 50-year-old doctrine requiring
informed consent in virtually all experi-
ments on humans. The failure of the
Baxter trial has led some ethicists t¢

‘question the wiedom behind the rule
change.
“People get involved in eomethlng tq :

their detriment without any know

.of it,” sald George Annas, a professor

health law at the Boston University
School of Public Health. “We use people,

What's the justification for that?” .

Flrst articulated at the Nuremberg tri}
- SEE CONSENT, PAGE 0

A e 2 - . .:l
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Consent

CONTINUED FROM PaGE 1

als as a way to prevent hideous
experiments such as those per-
formed by Nazi doctors during
World War II, informed consent
became the guiding principle of
research on humans in this coun-
try. Violations of the rule nor-
maily have met with wide outrage,
from the clandestine federal syphi-
lis experiments on African-Ameri-
can Tuskegee airmen to recent
allegations that researchers at the
National Institutes of Mental
. Health gave subjects the “date
rape drug” ketamine without fully
disclosing some psychosis-induc-
ing side effects.

In contrast to the secrecy of
those studies, however, ‘the
HemAssist trial began under sig-
nificant public scrutiny as the first
under the new FDA regulations.
Tl_xere also was little reason to
think the product would have an
adverse effect, since initial trials
in Europe did not indicate any
problem with unexpectsd deaths.

- Although no Chicago-area hospi-
tals participated in the trial, one of
its co-leaders was Dr. Max
- Koenigsberg, director of emer-

gency medical services at Dllinois

Masonic Medical Center and an

overseer of the Chicago EMS sys-

tem. Koenigsberg said even though
the trial's outcome was negative,
the procedures used were sound.

“Nuremberg was never intended
to withhold needed therapies from
patients,” Koenigsberg said. “The
problem with Nuremberg and
Tuskegee was that the medical
community and the public were
never told.”

The new regulations require a
level of community notification
unheard of for most scientific
studies, including extensive com-
munity meetings, press releases
and post-study follow-up.

Yet it's unlikely that any of the
patients who wound up being
transfused with the blood substi-
tute in emergency rooms had been
reached by the public notification.
Even supporters of the FDA rules
say such notification cannot
-replace direct consent from
patients or their relatives.

“Public notification means noth-
ing,” said Dr. Arthur Caplan,
director of the Center for Bioethics
at the University of Pennsylvania,
. “I know people are enamored of it,
but it means nothing.” -

Caplan was lead author of a

article in the Journal of
the American Medical Association
that called for modifications to the
FDA informed-consent regulations,
His suggestions include requiring
researchers do more to prove that
a study can only be performed on
patients who are so incapacitated
by trauma that they cannot give

consent themselves, |

SR dey-Sanunn

PR 2 T

VAL v IARGY AERREWS TsATs e e weSwTEey W

tents has always been allowed
for studies with very minimal
risk, in which researchers use
only data that would be collected
in the normal course of clinical
care. In addition, federal regula-
tors made rare exceptions to the
informed-consent requirement
when experiments 1nvolyed
patients in cardiac arrest or simi-
lar conditions when death appears
likely.

The 1996 rule allows institutions
to waive informed consent for
studies of emergency treatment in
which available treatments are

| unproven or inadequate.

Human blood, for example, cur-
rently cannot be given while a
patient is in the ambulance speed-
ing from the scene, and there can
be a delay at the hospital if blood

‘ i{s in short supply. Blood substi-’
 tutes such as HemAssist would

not require refrigeration or cross-

AnalysisofthaBaxterdatahas

given no conclusive explanation o .-

why the observed death rate for ;
HemAssist was 462 percent, com- -
pared with the predicted rate of
428 percent. In another mysterious
finding, mortality for the control
group was just 174 percent, even
less than the rate of 355 percent
that would have been expected
given the severity of that group’s
injuries. Given such {rregularities,

berg said, it is impossible

“to show HemAssist caused the

excess deaths. . -, . _ ...

matching for blood type, and so
would be immediately available,
The regulations state that
informed consent can be waived
only if the patient is unconscious

. or incapacitated, and the family

cannot be reached. Risks from the
experiment must also be reason-
_able compared to standard treat-
ment, :
- Animal studies and preliminary
trials on humans suggested
HemAssist was relatively safe,
although some research suggested
it caused an increase in blood
pressure. The U.S. Army consid-
ered using similar blood products
during the Persian Guif war in
1991 but decided against it because
of the blood pressure concern.

Trauma patients in the Baxter

study received two to four units of
HemAssist within an hour of
arriving at the hospital, in addi-

tion to regular human blood and a -

saline solution. Randomly assigned
patients in a control group got
only human blood and saline.
Researchers hoped HemAssist, like
human blood, would help supply
oxygen to the body’s organs in the
critical time immediately following
severe injury from a car accident
or shooting. .

That justification met the federal
requirement that the product
could be shown to fill a need left
by human blood, which often is
not immediately available. But
Boston University’s Annas believes

" such theories are not enough for
' researchers to bypass informed
. consent. ‘

“It's presented as if it's better,

and we dont know that,” Annas
- sald. “That’s the definition of

Tesearch—If we knew it worked, .
. Wed be Joing I iuniiie -

In fact, many experts believe the
FDA rules—and even Baxter’s
study—will be beneficial to
patients in the long run.

Dr. Norman Fost, director of the

medical ethics program at the Uni-
versity of Wisconsin, said some
doctors had resorted to unofficial,
unsu emergency medicine
research before the FDA rules
were ¢ .
" “They would do informal stud-
ies, with the disadvantage that the
data was never collected in a sys-
tematic way so you could tell
whether the benefits were worth
the risks,” he said. “Most standard
treatment in emergency room set-
tings has never been shown to be
safe and effective.”

-Fost, who lobbied for the FDA's
relaxation of informed-consent
- requirements, said the Baxter
study could have the unintended
_positive effect of deterring unmon-
itored research.
“This study may have prevented
many deaths,” Fost sald. “Other-
wise, the drug may have ... been
“used in an uncontrolled, unstudied
way.” ’
. The goal, Fost says, is to do
what the patient would want if he
or she could give consent.

A post-study survey at Lehigh
Valley Hospital in Allentown, Pa.,
revealed that most families were
satisfled with the treatment even
after the trial proved a failure,
according to Dr. Mark Cipolle,
director of surgical research at the
hospital.
. “I was a little nervous about
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calling the families of patients who
died,” Cipolle said, “but it wasn't
-bad at all.” :

No lawsuits have arisen frox'n .

the blood trial, a Baxter spokes-
woman said,

Still, Baxter’s main blood substi-
tute competitor, Evanston-based
Northfleld Laboratories Inc., said
it has no plans to seek waivers for
informed consent for studies of its
product.

“I honestly am not convinced it's
a2 method we need to use,” said

. Northfield Chairman and CEO -
Richard DeWoskin. “I think exper-

imental research should be con-

Northfleld has tried to limit pre-
trials to patients who are

less severely injured, or whose
i canbereachedintimetp

. give their consent.

“We miss some patients, but we
still get enough to do the study,”
DeWoskin said.

In fact, no company besides Bax-
ter has conducted a no-consent
experiment under the new rule,

. and only a few have begun the
confidential p

process of
gledxjaring for one, FDA officials

That may indicate that the rules
as currently formulated are still

. too burdensome for drug compa-
" nies, Fost said,

Yet Bonnie Lee, a senior policy

: analyst for the FDA, said even the

1996 change was intended to be
strict. Still, Lee said, the fact that
few companies have plans to use
the new rule may be significant. ;.

“If it's not going to accomplish
what we wanted it to accomplish,
maybe it needs to be changed
[again],” Lee said. “In some cases
that could mean tightening the
regulations or opening up other
areas. We would never consider

- opening it so broadly as to allow

Just anything to happen.”

weemam e g e e e o e . -
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Oxygen-carrying
blood substitutes

Concentrated efforts to develop
blood substitutes were only :
seriously started after 1986 '
because of the threat of disease
transmission, most notably of HIV
and hepatitis C. An increasingly '
short supply of blood is helping to
drive this research. :

The chief components of biood
~ -are red blood cells (RBCs), white

Two drops of blood contain i
approximately 1 billion RBCs,
which give blood its color.
Hemoglobin is the active
component of red blood cells,
carrying oxygen from the lungs to
the tissues.

What is a blood substitute?

- The oxygen-canmying hemoglobin in
red blood cells is reptaced by a
natural or synthetic oxygen-

. -carying substitute. Effective blood

* substitutes would decrease the '
need for human hemoglobin in

- surgeries, traumas and
emergencies. They could be used

immediately when needed and '
weuld not require special storage
or matching of human donors. '+

| Declining blood donations |
In the U.S., the number of blood:

donors continues to fall while the

.number of elderly, the group that;

needs blood the most, is growing.
Experts project an annual shortfall
of 4 million units in the U.S. by

2030.

Sources: Northfield Laboratories, Synthetic

Blood Intemational
) Chicago Tnbune

blood cells, platelets and plasma..

N S e -
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Blood Trials Done Without Consent

CHICAGO (AP) - Twenty-four critically ill patients died after being given a blood substitute without
their informed consent, according to federal officials.

Baxter International Inc. (NYSE:BAX - news) was able to test the substitute known as HemAssist
without consent because of a 1996 change in U.S. Food and Drug Administration regulations.

The change, which broke with a 50-year standard that required informed consent for nearly all
experiments on humans, was designed to facilitate research in emergency medicine that could not
happen if doctors were forced to take the time to get patient consent.

Baxter officials halted their clinical trial of HemAssist last spring after reviewing data on the first 100
trauma patients enrolled in the nationwide study.

Of the 52 critically ill patients given the substitute, 24 died, representing a 46.2 percent mortality rate.
The suburban Deerfield, Ill.-based company had projected 42.6 percent mortality for critically ill
patients seeking emergency treatment.

The push to find a blood substitute has been intense because artificial blood could ease the effects of
whole-blood shortages. Researchers say it lasts longer than conventional blood, eliminates the
time-consuming need to match blood types and wipes out the risk of contamination with such viruses as
HIV and hepatitis.

No company other than Baxter has conducted a no-consent experiment under the rule, according to FDA
officials.

The new 1996 regulations require a level of community notification that is higher than most scientific
studies, including community meetings, press releases and post-study follow-up.

Yet it's unlikely that any of the patients who wound up being transfused with the blood substitute in
emergency rooms had been reached by the public notification, the Chicago Tribune reported Sunday.

Some say such notification cannot replace direct consent from patients or their relatives.

**Public notification means nothing," said Dr. Arthur Caplan, director of the Center for Bioethics at the
University of Pennsylvania. ' know people are enamored of it, but it means nothing."

The problems with the HemAssist trial are prompting some medical ethicists to question the rule change.

“'People get involved in something to their detriment without any knowledge of it,"” George Annas, a

http://dailynews.yahoo.com/headlin...9990118/hV artificial_blood_2.html

1/21/99 10:08 AM
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professor of health law at the Boston University School of Public Health, told the Tribune. " We use -
people. What's the justification for that?" l

A Baxter spokeswoman told the Tribune that no lawsuits have arisen from the blood substitute trial.

“The regulations worked in this instance," Mary Thomas said Sunday. **We voluntarily stopped the trial
early on at the first sign of unexpected results to insure patient safety."

Thomas says Baxter is in favor of obtaining patient consent whenever possible. Yet company officials
also believe it is important to advance lifesaving medical therapy for patients - something impossible to
do without the revised FDA regulations, Thomas said.
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24 Die After Receiving Blood Substitute

xfdhe ABC-GOOD-MORNING-AMER-08 BLOOD SUBSTITUTE> THIS IS A RUSH TRANSCRIPT. THIS
COPY MAY NOT BE IN ITS FINAL FORM AND MAY BE UPDATED.

DIANE SAWYER: Here's a story that surprised us. Did you know if you wound up unconscious in an
emergency room, you might be used to test experimental drugs without your consent. It could happen.
We learned it from the news that 24 of 52 critically ill people had died over the past year and a half _
after being given a blood substitute without their consent. Doctors aren't sure the substitute caused the
deaths, but the trial was stopped. Joining us now from Chestnut Hill, Pennsylvania, is Dr. Arthur
Caplan, director of the Center for Bioethics at the University of Pennsylvania, and from Boston,
professor George Annas, a professor of health law at Boston University's School of Public Health.

We thank you both for joining us. Dr. Caplan, first of all, artificial blood, I think it would surprise
—~ people it's being used. Has it been tried in humans?

Dr. ARTHUR CAPLAN, University of Pennsylvania: A little bit. Some attempts have been used to
test this artificial substitute, this chemical on people. It is basically a thing almost related to paint
thinner and it can carry oxygen. The idea is if you can have artificial blood, you don't have to do blood
typing, you don't have to worry about blood shortages, which we hear about, you can use it quickly as
a substitute for anybody instead of trying to match blood types A, O, B, and that sort of thing we hear
about, in an emergency situation where you don't have much time.

DIANE SAWYER: If it is still so experimental, how did it happen that 52 patients, without their
consent, were given it?

Dr. ARTHUR CAPLAN: There has been a public policy change. In 1996, the federal government
decided in some emergency situations if you didn't have time to get the consent of a subject and there
was no family member or anyone else around, in desperate circumstances when you didn't have much
in the way of treatment, you could do an experiment on someone without their permission. Pretty
controversial decision and this experiment is going to make it more so.

DIANE SAWYER: Professor Annas, is it a good idea? Prof. GEORGE ANNAS, Boston University: I
think it's a bad idea. One of the rules we have had since World War II about experiments is that
nobody experiments on you, me or any other human being without consent -- consent to the individual
if they're competent, consent of the next of kin or someone standing in to act on their behalf if they're
not. I think it's a very dangerous precedent to move away from a consent requirement.

DIANE SAWYER: What about the greater good? Learning from science?
h Prof. GEORGE ANNAS: The greater good is great if you want to be involved in that, but we've
always had the option in America whether we want to contribute to the greater good or not. We used

to draft people into the Army, but we never drafted people into being experimental subjects without
their consent.
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DIANE SAWYER: Dr. Caplan, if you had been in that emergency room and without your consent,
would you want to have been given the artificial blood?

Dr. ARTHUR CAPLAN: Probably not in this instance. The argument for emergency research, doing it
in situations where you can't get the subject consent, it might make some sense, say you had
something where there was no cures, didn't know what to do, people would probably say try anything
if that's what you've got. In this case, we do have blood. It's blood versus blood substitute. I'm not sure
this is a good paradigm for where experimentation without consent ought to be going. I think George
and I would probably agree that while you might be able to come up with situations where
experimenting on someone without their permission might make sense, this is not one of those
situations.

DIANE SAWYER: Professor Annas, have other drugs been given this way or is blood substitute the
only one?

Prof. GEORGE ANNAS: As far as we know this is the only one. A FDA spokesman said this is the
only case, but others are under consideration.

DIANE SAWYER: I understand that there are ways that you can stipulate somehow that you can
prevent this from happening to you. How would you go about that?

Prof. GEORGE ANNAS: Well, it is a great question, whether you want to put a tattoo across your
chest that says no research on me. Theoretically, you can opt out, but in reality, most people have no
idea this research is going on. They don't know enough to say no.

Dr. ARTHUR CAPLAN: There is a requirement in this no consent situation where you're supposed to
tell the community that you're doing research. It is not clear what that means, you ride around in a
sound truck saying, watch out, research being conducted down the street, don't go there. The tough
problem is we have to modify our advanced directives and our living-will laws, if we want people to
have a right to say no to this, we have to change the law to make that happen.

DIANE SAWYER: Do you think the law will change? Dr. ARTHUR CAPLAN: I think we could see
a change. I think this area is going to be hugely controversial. As George points out, we have never
had situations where we experiment on people without their permission. I think we can make the case
for it, but unless we have that protection and let people opt out, I don't think the public will be too
happy with this.

DIANE SAWYER: Thank you both for joining us. Good to have you with us.

And Good Morning America will be back in a moment. (Commercial Break) CHARLES GIBSON:
We've been talking about whether the government is paralyzed by the impeachment process and what
chances the President has of getting the proposals that he will make tonight in the State of the Union
enacted. “"USA Today" went back and looked at last year's speech. The President made 27 major
proposals, only 10 of them got enacted and even those only in part. We have a scorecard on some of
those; He asked for more money to hire teachers, that's the wrong one; He asked for IRS reform, he
got that; He asked for campaign finance reform, didn't get that, Republicans filibustered; Tobacco
regulations, those ads killed that, and the Senate did, too; Family leave expansion, didn't get it; Child
care credits, didn't get it; Hiring more teachers, he got some money for that, but no school
construction, didn't get the five-year plan enacted; Juvenile crime, minimum wage increase, Medicare
expansion, Patient's Bill of Rights, didn't get them.

DIANE SAWYER: Very low score of success. Very low score. In fact, we're told that it was the
lowest for that year of any two-year presidency since the Eisenhower administration.

CHARLES GIBSON: It shows impeachment having an affect. We'll be back.
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(Commercial Break) CHARLES GIBSON: We've been renewed for a second hour. So comingupon -
Good Morning America, the devastating toll that bullies can take on child and how to stop it before it's -
too late.

DIANE SAWYER: And finding buried treasure in Death Valley. CHARLES GIBSON: And a woman
who gives sex advice for seniors. We'll be back.

(Commercial Break) (Local News) (Commercial Break) (Byline: CHARLES GIBSON / DIANE
SAWYER) (Guest: Dr. ARTHUR CAPLAN / Prof. GEORGE ANNAS) (High: EXPERIMENTAL
DRUGS CAN BE GIVEN WITHOUT CONSENT) (Spec: MEDICINE / BLOOD / PATIENTS)
(Copy: Content and programming copyright (c) 1999 American Broadcasting Companies, Inc. All
rights reserved. Transcribed by Federal Document Clearing House, Inc. under license from American
Broadcasting Companies, Inc. All rights reserved. No quotes from the materials contained herein may
be used in any media without attribution to ABC News. This transcript may not be reproduced in
whole or in part without prior written permission. For further information please contact: ABC News's
Office of Rights, Clearances and Permission Practices.(212)456-4059)

(PROFILE (CAT:Children;) (CAT:Defense;) (CAT:Education;) (CAT:Labor;) (CAT:Medical;)
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pDear Colleague:

The past year has peen marked by major changes and
developments in the area of oxygen therapeutics. Basic
scientists and clinicians continue to push forward in

xploring the true potential and range of applications of
oxygen therapeutics. As a result, a number of companies
are advancing toward FDA approval of their products.

As an industry, we are beginning to progress toward the
realization of our efforts. The insight and perspective
of our clinical counterparts is thus becoming important
to understanding the clinical impact of novel approaches
to oxygen delivery and red blood cell replacement.

Tt ig for this reason that our meeting this year will
include speakers and participants from the areas of
surgery. oncology. anesthesiology and more. These
speakers will tie together valuable clinical perspectives
and insights into the area of oxygen therapeutics.

As the chairs for the IBC Blood Substitutes conference
this year, We would like to invite you to participate in
what is sure tO be an exciting and informative meeting.
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Blood and Blood Product Needs in Brazil

Microcirculagdo. Universidade do Estado do Rio de Janeiro, Srazi
Mauncio Rocha e Silva, Professor, Facuidade de Medicina, JOINT

i PFIESENTATIONJ
Rob Shorr, Ph.D., D.1.C., Managing Director, e
Diamond Investment Group Inc. o
States, Europe and Japan is such that many have been led to question the
need for blood substittes. This, despite the fact that the availability of such
orcmsmaming.or In a rauma situation, save additional lives.
In g countries whers networks for biood collection and
wwesﬂng °
the United States be chronic due to a tack of sufficient numbers of suitable
donors. In some cases contamination with virus or parasitic infections may be
of improved transfusion medicine but rather a necessity to meet present and
future health care needs. This presentation wil explore opportunities for blood
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The avaabllity of blood and blood products and their safety in the Uinited

products can simpity the transfusion process by eliminating the need for typing
e)nst,bbodandbbodpmdu:smtagesnnysﬂomapdmﬁke

the causa. For these nations the availability of blood substitutes is not a matter

substitute development and use for the next millennium.
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Recent Development of Hemolink™
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Hemolink™ is highly purified (>89%) human hemoglobin A, cross linked
with o-raffinose. This presentation will review the results of recently
concluded safety tests. Muiti-dose safety toxicology tests in rats and dogs,
given 14 consecutive daily infusions of large volumes of Hemolink™,
resufted in no mortality or substantive negative effects, beyond those
related fo the largs loads of protein and iron-porphyrin. There was no
avidence of nephrotoxicity in rats given Hemotink™, in 20 and 50%
axchange transfusions. A phase !l clinical trial in sixteen orthopadic
surgical patients, in doses up to 500 mi, has shawn no serious treatment-
related adverse effects.

Recent Progress in the Clinical Development of Oxygent™
{Perflubron Emulsion) as a Temporary
Oxygen Carrier for Elective Surgery

Peter €. Keert, Ph.0., Program Director, Oxygen Camiers
Development, Alliance P [

Oxygent™ (60% w/v perflubron-basad smulsion) has

phase | and phase Il clinical testing. To date, > 540 sub|ects (healthy
wolunteers, cancer patients, and surgical patients) have been enrolled
{> 340 recaived Oxygent™, 65 received a unit of autologous blood, and
135 were volume-matched controls). Five phase If studies have been
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complated recently, mdudlng two phase Iib studies in noncardiac surgery
(n=246¢ ic, and gy patients), and three phase
lla studies in cardiac surgery (n~ ~B0CABG [ patients on CPB). In all studies,
Oxygent™ was well loferaled with a very good safety profile. These studies
aiso clearty drug by status
and revarsing protocol-dafined physiological ransfusion Mggets Pivotal
phasa il studies to demonstrate the clinical benefit of combining Oxygent™
with hemodilution as a means to raduce exposure to allogeneic ranstusion
in elective surgery patients are expected fo begin soon.

Perflubron Emulsion Oxygent™ Delays Blood
Transfusion in Orthopedic Surgery: Results of a
Multicenter Phase lIb Study

Dorat R, Spahn, M.D., Professor of Anesthesiology,

Unliversity Hospital Zurich, szzenmd

The aim of this single-blind, paralle!
group study was to compare the efficacy of perfiubron emulsion Oxygent™
versus autologous blood (AB) or cofloid (COL) infusion in reversing
physiologic transfusion triggers. A total of 147 subjects undergoing either
unitateral hip replacement surgery or spinal surgery were enrolled. Patients
ware monitored with radial and pulmonary artery catheters and underwent
preoperative hemodilution to a target [Hb] of 9.0 ¢/dl. Randomization
occumed upon reaching one of saveral predefined transfusion triggers
based on tachycardia, hypotension, cardiac output, or mixed venous POz
levels. Oxygent™ was well tolerated and there were no serious adverse
events attributed fo the drug. For the 1.8 g/kg Oxygent™ treatment group,
both the percentage of trigger reversal {97%) and the duration of reversal
(80 min) were significantly different from the AB group {60%, 55 min) and
the COL group (76%, 30 min).
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Polynitroxyl Hemoglobin (PNH): A Hemoglobin Product
with Antioxidant and Anti-inflammatory Activity

Carleton J. C. Hsia, Ph.D., President and Chiel Executive Officer, SynZyme
Technologies, LLC.

A number of hemoglobin-based oxygen camiers are undergoing clinical
trials, but while these products may be able fo transport oxygen they
appear to tack antioxidant capability such as is found in the red cefl.
Thersfore, there may be a risk that these products will promote the
formation of reactive oxygen species in patients, with a wide range of
potentially adversa clinical results. The vasoconstrictive activities of
current, expenmemal hemoglobin-based pmducts appear! to be the most
obvious ion of this risk. Polynitr h , utiizing
novel molecular mechanisms to control oxygendanved freo 1 mdocals in the
bady, offers a new approach to the probiem of oxidative risk in hemoglobin-
based products. !t is based on a class of compounds called nitroxides
{stable nitroxyl radicais), which can act as mimics of the enzyme
suparoxide dismutase and other antioxidant enzymes. Evidence will be
prasented to show that the polynitroxylation of hemoglobin to create PNH
converts the hemogibin from a compound with pro-oxidant potential to a
compound which tan act as an antioxidant enzyme mimic. Three lines of
gvidence will be discussed. First, unlike cument, first-generation
hemoglobin-based products, PNH is free of hypertensive (vasoconstrictive)
activity. Second, PNH inhibits free radical-mediated inflammation;
machanistic data will be presented. Third, PNH reduces injury in an
axperimental model of stroke. The antioxidant enzyme activities and the
therapeutic potential of PNH as a second-generation hemogiobin product
will be discussed.

Characterization of Hemoglobin Vasoactivity - An Update
Timothy N. Estap, Ph.D., Vice President, Ressarch and Development. Hemogiobin-
. ics Division, Baxter ¢

ons currently in p  or clinical testing
sxhnbn jes which resuft in physiologic
msponses differant from those expeded solely on the basis of oxygen

port and voluma expansion. This y has been y
studed as part of the research and devslopmm of hemoglobm

ics at Baxter | ion and in

laboratories. As part of this effort, bomwge and small animal model
systems have baen utilized 1o evaluate a wide range of modified
hemoglobin solutions and interventions to gain insight into the mechanisms
and characteristics of hemoglobin-based vasoactivity. In this presentation
the resuits of these studies will be reviewed and compared 1o the extensive
clinical data collected in the evaluation of diaspirin crossfinked hemoglobin.

To register or request exhibiting information, contact IBC today + Tel: (508) 481-6400 « Fax: (508) 481-7911 « E-Mail: inq@Iibcusa.com

11:40

12:30

1:45

245

Clinical Update of the DCLHb Traumatic Hemorrhagic
Shock Program

Edward P. Sloan. M.D., MP.H., Research Development Director.

of Emergency Medicine, University of Hiinois College ol Medicine
Diaspirin Cross-linkad Hemoglobin (DCLHb) has been tested in two
traumatic hemarrhagic shock clinical trals. In the United States, a
hospital study utifized a primary mortafity endpoint. In Europe, a pre-
hospital study examined a primary morbidity endpoint. This
presentation will discuss the current status of the study of DCLHb in
these traumatic hemorhagic shock trials. In addition, important
study design and informed consent issuas will ba highlighted, based
on the axparienca gainad from these two frials.

The Application of Recombinant Technology in the
Discavery of Novel, Second Generation,
Hemoglobin Therapeutics

Richard J. Gorezynsic, Ph.0., Senior Vice President.
Research and

Baxter, Hemoglobin Thorlpemic Division
Douglas 0. Lamon Ph.D. Scientist,

lobin Thmpwﬁc Division
The potent oxygen delivering capability of hemogiobin-based oxygen
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- camiers {(HBOCS} suggests that these agents will have therapeutic

potential in the settings of rauma, surgical blood loss, ANH and in
radiation and chemotherapy of cancer. It is unlikely, howaver, that
the ideal product profile will be identical for each of these
applications. The ideal P50, nitric oxide reactivity, cooperativaly,
Bohr sansitivity, and half Iite, for axampie are Ikely dﬂfarem for
each clinical use. R
slnmvualluwsmdlﬁcanonofsuchpmpemeslcobtamopﬁml
functionality for a particular use. In addition, through hemogiobin
bicanginsering, it is possible to reduce or efiminate undesirable
phamocologic effects. For example, using recombinant approaches
focused an heme-pocke! structure, wa have discovered novel
hemogiobing which react with nitric oxide much more siowly than
wild-type human hemoglobin. Several of thesa molecules have been
shown to be fras from vastular and gastrointestinal smooth muscle
effcts, yet support oxygen consumption normally upon total
isovolamic exchange in animals. We have also recombinanty
engineered larger hemoglobins with improved properties,
Furthermore, the combined application of recombinant structural
ipulation with that of chemical polymerization and/or decoration
offers an additional ap| to second generation drug
with improved pfopemes uverﬁrst generabon molecules. We
envision that with of technology it will be
possible to generate an amay of second generation hemogbbm—
based products that have been taitor-mada for specific clinical uses.
We will present a summary overview of several of our approaches to
discovery of commercially viable second generation hemoglobin
therapeutics which possass optimized properties relative to first
generalion products. In addition, we will describe in detail ona
promising approach fo novel, second generation molecules, namely,
manipulation of heme-pocket structure to lower reactivity.

Lunch on your own

PolyHeme™: A Large Volume Oz-Carrying Blood

Replacement — An Update JONT
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Richard DeWoskin, Chaiman and Chief Exscutive
Officer, Northfield Laboratories, iic. 7”

Steven A. Gould, M.D., Prasident, Northfield Laboratories, inc.

Overview and Current Status of
Biopure's Oxygen Therapeutics
W. Richard Light. Ph.D., Director of Protsin and
Analytical Chermistry, Blopurs Corporstion
Car' W. Rausch, Chairman and Chief Executve Officer, Blopurs Corporation
Virgnia T. Rentko, V.M.D., Dipl ACVIM - Diractor. Vetennary Medicine,
Biopure Corporation

Biopure has developed two types of blood substitutes. Oxyglobin®
has bean appraved by the Food and Drug Administration for the
treaiment of canine anemia. The approval process, as well as the
experiences currently being reported from the field, will be shared.
An overview of the current market, as wefl as a market forecast, will

. continued on ourside flap
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