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iBaxter

Suite FD-1
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Fax: 303,444.3013

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, and21 $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 (DCLHb) 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 Christian 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 DCLHb trial (Attachment 13), and a
December, 1998 public notice published in the Delaware News Journal (Attachment 14).

—



February 18, 1999 ND #6859 Page 3

—

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, Nueve,s
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 DCLHb 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
DCLHb 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,

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)

———=
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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 Ainerica

Research Community

Page 5

Attachment 22: Presentation at IBC Conference (Nov. 20, 1998)
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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 Eticacy 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
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 meat (503) 220-8262, ext. 55432.

Sincerely,

Patrick Brunett, MD
Principal Investigator
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company refused to give the exact
number of patients who died or the
exactnumberof thoeewho recdved

I{emAasist.

Companyabandons study
of blood substitute h ERs

HOUSTON- A pharmaceutical
companyabruptly halted its study
of a blood e+ubstltutein U.S.emcp
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Baxter HealtMra Corp. of Doer.
flcld,Ill., endedthe lrauma patient
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Thonme would otdy MY Wedneo.
daythat “abouthail”of the 100were
gtven the blood substitute and
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May 10, 1998
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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 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 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 f~om multiple stab wounds. Five
patients received DCLHb and three received saline. Three of the five patients in the
DCLHb group suwived and one of the three in the saline group survived.

Ifyou 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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FOR IMMEDIIi3’E RELEiSE ““”~ :;. ‘:
Rilldi RanSea “r ,,

~~ U OF L CALL HALT
TO ARTIFICIALBLOODTRIAL

LOUISVILLE Ky.-~c UniVuS@ of Louisde d U of L Hospi~ no long= are paniciparing in
a national study of a modiikd blood produ~ Baxux HealtheareCorp. announced this nionth it has
stopped the trial ofDiaspkin CrosAinked Hemo#obk (@CLHb)in American trauma omks.

The clinical trial targeted trauma patients suffering&omsevere blood 1- Besides standd c-are
fOf such =s% W@@=- ~vcd either D- or a =n~l sfline ~]ution -~Y in ~~ hW-d *. ‘

EnroUment “mthe study was suspended Jan 2 h order to colk and mdwe fill data on all patients
uwolkd to date. Na.r.ionaldata showed an incr-~ rnotity me .mthe DCLHh grDup when compared
witi the control group. B*= and its clinical investi~tors ~ stud@g tie * co d-d better the
difference in morality rat= Compkte datatill be reportedwhenthat study has been completed.

Eight adult pasknts at U of L HospiMweretreatedinthesndx which~ last $uwmcr.TWO
.—--.=. died - one *O received DCLHb ad one who - the saline=Mon. Neither i%diq resukxi I?om

u - use, said MaIY NaII W1OM -gq pwcim ad tie~~me SIWJY’S pM@al im=kgamr.

Baxter continues two other chid UMS of DCLW. A European * is ongoing in patknts with
pro6ks timik+rto the one just ended hem. h h study, however, the DCLHb is administ- by
physicians at the trauma-e raher than afier k patient has been transported to the hosp-@ as in the
U.S. rrial.Mer the ktexim anidyskofthat study,an indqa da~ monitoringCQrnmittee
reqmmendezl that Baxxer centinua k- AIIOtbf +, Wbkh = ~ in Ckf5k4! StJ~~ dao wi]~

continue.The medication is prepared fkomchemicallymodifiedhuman rd blood cells.

U of L was one of 17 institutions =tionwide to test the product using a Aver of irkrrnexl consent
approved in 1996 by the LJ.S. Food and Drug Adminka tion. The waiver allows physiaan r-em to
administer tmatmcnt under strict guidelines to patients unable to consenz koause oftbe sudden and aevcre
nature of the injury or iiln~ Patients ardor bxnilymembersthen are informed and given the &ii to .
opt out of the study. w waiver was used for all patkm in the U of L Hospitalstudy, and in all cases the
pa-ems or their family memks agreed to continuein the study.

In addition to the FDA U of L’sHumanStudiesCommitteesupemised local DCLHb study
pm”cipation and enrollmen~ Riekard Milk, who heads :he HumanStudiesCosmni@e+said the group

scminins rhe studies and sometimes imposesmore extemiw paticncpromction measures than the FDA.
. The DCLHb study rnvestigatom followed those procedures w the letter, he w-d.

For more information about the treatmertcrnal or itS tenninatia~ dl Mallory at (502) 852-56S9 or
.~

b
~“iler at (502) 852-5188.

. . :,. ,

. . ;,,,-
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Depaflment of Emergency Medicine Schcml of Medicine

Umversi[y of Louisville
Louisville, Kentucky 40292

(502) 852-5689
FAX: (502) 852-0066

hkly 6,1998

Dear Community Consultation Contac@

The University of Louisville Hospital and U of L are no longer participating in
the national study of Diaspirin Cross-Ltied Hemoglobin (DCLHb). Baxter Healthcare
Corp. announced this month it has stopped the trial ofDCLHb 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 mortaMy rate in
the DCLHb group when compared with the control group. Baxter and its clinical
investigates are studying the data to understand better the difference in morality rates.
Complete data will be reported when that study has been compkted.

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 wntinues two other clinical trials ofDCLHb. A European trial is ongoing
inpatients with profiles similar to the one just ended here. In that study, however, the
DCLHb is administered by physicians at the trauma soene rather than afkr 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 DCLHb in ekctive surgeries, also will continue,

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

We want to thank you for you suppoxt and participation 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
h@Ory at (502) 852-5689.

Sincerely,
~. Mary Nan Mrdlory &
University of Louisville Resqarch Team

-,.
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mad RaakieJvkz
SusanMlnko

(412)647”3555
(412)624-3184
rmdci@al.isdmxnc.edu
mankwlihtl.w.bme.edu

FOR IMMEDIATE RELEASE

mocm sm~ STUDY INTRAUMA PATIENTSISCANCELED

I?IT2’SJ3VRGH,June I-5-- UPMC HealthSystemwas one of about 40 sites

WlOnwide that was 35W to &M-’me tie effdveness of a new tf=~mt f~ trauma victims

with severe blood loss. The My involva a Patentd,expetimen~bl~d subti~k that was

given to adult patients with Iik-tkatening injuries, The blood substitute, dewhped by
n

Baxter Healtheare Corp., was given for emergency treatment along with standard therapy,

;neluding blood.

Recently, Baxter decided to termkate the study, which had enrolled iqproximtely 100

of its expected 850 participants from OCL1, 1997 to M. 22,1997 at 16 sites in the United

states. An interim data review by the study’s independent@ motito~ COmfiMfound

that patients in the study treatment group had significantlyincreased mortality compared to

those inthe control grmp. Although the data do not yet indicate why the treatmnt group had

a higher mortality rate than the CQntrolgroup, Baxter deeided to cancel the study out of

ewzrn for patient safety. Further analyds of the data is ongoing to dekrmine what factors

exmtributedto the higher mortdi~ rate in the treatment gnxtp.

3811 O’Ham Stfeag Pittsburgh, Penmytvanla 16213 412-624-2C47 412-647-S555 FEW 412.824.31 B4
JM4 ClufflaId.Drecrcir Home I#wnfx 412-363-7056
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Principal investigator in the study is Andrew Peitmnan,M.D., professor in the

&ptment of surgery. Other investigators include Marilyn 1. I?cmt,M.D., a fellow in

trawmhurgical critical carq Dooald Yealy, M.D., associateprofewor in the department of

emergency medicine ad the departrnexltof medib and W. David Watkilk, M. S., Ph,D.,

M. D., a professor and directm of the cMW MS program in the dqXUUTE~of

anesthesiology and critical care medicine.

l?or additional infmdon about UPMC Ht%dthSystem, please access

http://www.upmc.*.

###
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Todd Marshall
Regulatory Affairs
Baxter Hemoglobin Therapeutics Oftlce
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 TriaI of Diaspirht 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.

1. 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.

2. 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.

3. 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 pursuantto21 CFR 50.24,
exception to informed consent requirements for emergency research.

4. The local newspaper, The Indianapolis Star, carried a storyonoraboutMarch31, 1998, after the press
release from Ba..ter, 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”.

5. 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. I-65 at 21<’ Street

P.O. 60X 1367

Indianapolis, Indiana
4Qf36.1367

317929-2000

_———-— —



We feel that we have exercised full compliance with the intent of 21 CFR 50.24, exception tlom informed
consent requirements for emergency research. We take this dkclosure 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 fk-ther assistance, please call me at 317-929-3940.

Sincerely,

George H. Rmhnan, Jr. MD v

Director, Trauma Services

cc: James Lingeman, MD, Chin., Methodkt Hospital institutional Review Board
Max D. Koenigsberg, MD, University of Illinois

..
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Pf5 PennState Geisinger

v Health Systcm –

December 14, 1998

Jaimc Houghlon
Clinical Project ~Nlanager
Hemoglobin Therapeutics
Baxter Skalthcare Corporation
25212 West State Route 120
Round Lake, Jllinois 60073-9799

Section of TranmS/Cntical Care Surgery
MC. H070
P.o. Box f150
Hershey, PA 17033-0850
7175316241 Tel
7175314404
7175313649 Fax

Dear Jairne:

Reg~rding tk shutdown of the DCLHIITrial and the Waiver of informti Consent, I held
a series of calls to mmnbcrs of our community group and filed a report with our IRB.

Wc cmol[cd 3 patients for ~histrial. 2 paticrlts received placebo and one was randomized
to UCLHb bul never received the test article because of artearly death in the OR. Thus,
no one from our site received any DCLHb. We closed the study immediately upon
learning Ihat there was a probkrm

C)urcommunity group understood the reasons for closure based upon the interim data set.
They do not necessarily understand the reasons ihat 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 fkomthe traumatic injuries, not the test article.

C)urcommunity group consists of lay people from the IR6 and lay citizens from local
churches. There is also a Wlolocaust Survivor” on this group. They thought this study
had a lot of potential and understand why resmrch such as this needs to be done to
confirm theoretical potential.

Pit
n crely,

&
J anley “thMD
Py6fessorof Surgery
M S Hershey Med Center
Pa Box 850
Hcrsheyj P.4 17033
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@h deathrateprompts
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Q
m By TERRI LANQFORD
● Associated Press
●
9
a HOUSTON — A ph~aceuti.
~al company abru tly halted its

!study of a blood au ,etitutein U.,S.

E%~tE~$%&&~a%
~gher rate than expected.
: But tests are continuin with

‘1!emergencycare patientam urope
$id with elective surgerypatienti

t

the United States because they
ave shown no evidence of a
gher deathrata

j):%%%%%%R:
tier&study Tuesday after a re-

1

“ew of the Srst 100 participants
owed people

r “,”,
en the arti6cieJ

&%3R&5%&!F2
-r spoke’awonmn.
~Baxter had anticipated‘that 40

E~~~;:!=~t;gd~

ejipct numberof patientswho died
& the exa@ numberof those who
#JJeivedHemAseiat.

g~:v:;~$:{;g:{~;;~

@@’~el$:~::e than 40 per

~ The com a~m ~W ~y stressed that
e among the moat. . .

W%%%%%%%
@qency am patients could be

#

ble for the study,according to
eral guidelines

s-?Ihe race to Snd a blood subeti-

L‘Whaabesn intensebecause erti-
ci+ blood could, eqee shortageq

~&e time-couaurningpm.
@e of matching blood typea and
qW&uJ$.’$:kof~co:n&

$ligiouegrou.iafuae@ accept
@arrefusionao humeriblood. -
: The study, ori#nally slated w

‘iemlude660 atien~ iiwulwd criti-’
@lY injnre!patien~ takentohoa-
#al emergen&r@rm : ‘
==’Thestudy wee diacontioued in

‘&qe”IIL W@@euaUy the last

E&+

W&e a ,drug is considered

~.&~~&o:S’ ~ and
rq ..

L
&!t@iea’QfHe@e&&@&ive

ry @ient+ &td’iriseyeW”

j%%i$2E3;n5%%~Z

r
“ty rat+have bees detected in

C@ &i&, .~O,ti said:

f6-%&%x35&W4R%
I#?.antrauma patien~studies, but

%~%%%a~%%!”
● ~~ UMM physic@e actually

d
de with the ambulances; and
emAesiet is administered more

!!

ickly,” Thomas said. “In the
nited Statee,patientaare ~eated
er they arrrve at the hospital.
ey have been in shock longer.”
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Me&cd research provides Christia Care

pl~ysicias a ckce to distinguish themselves and their

employer. It also provides patients with cutting-edge

therapieswhen nothbg else seems to work.

by Mark R. Nardone

I
kne Nusblatt’s water had broken —
again. Her obstetrician at Jefferson
Medierd CMlegein Philadelphia told

hm, “you’re done.”

Nusblatt, 34. was 17,weeks inm hcr
Sixti pregnancy. ‘fbe previous fiVC had

failed, and though the f-s she was emy-
iug was still healthy, she knew that the
chances of delivering a normal child
before 28 WCdS W- .diITi. I-k husband
Jay @lcd tk dWt(JI. ‘“hit’s no good:

he mid. “Ck-tCIWltiV&””
The obsrerrieianmade some calls. One

was to a colleague from Jefferson who

Wm ~so the director of research for tic

department of obstefri~ and g~mlogy
at Christian Hospital-He was working on
an experhnentd tcdmiqua and had seen
some good results. The pmced~e was
risky, Ilcne’s doctor explain4 but it jmt
might help.

WLth8,000 emplOy@s and ~~ ~s.
CMstiam Care is one of the larpt hoa$lh
SyS@Srn&_. Itk MOmdk
largest sites for clinical rcwarch, “one that
does more restxm.h than most university
hospital%” says president and CEO Dr.
Charles Smith “It’spart of our rnisskm it’s

Digital photography & G@os Alejandro
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C.S.“.,lrc.his d-It science o! hope.
~~,,r~~~jp~~jn~jn c]inic(~ trials

AL ‘Wistiant Claw~awxus m:1’$’::;L,,
:.s;p::5L~I:i!y t<>rc,-,?;vt: ;od:iy Lie treid-
11:;:;i{.’:C*FrLxrccI.X)w.

l.! 4-:f‘i.LlgSSg Cluistima C& wm p:U-
f:Jif?Liifl&~In nearly “?00ciinical trials.
,h.$,:~j of ~Cw~tfi ~c]ude c~cu, c~ol.

c.gy C52 c,m!iac surgery, Porinatology
ai:d rmxlmrhgy, infwtious disease, radi-
ology, hypertension, mu+na, denristry and
exercise physiology. It also pruticipates in
studies of health care delivery and med-
ical education. Many of the studies are
national in scope. “&idsome are linked to
major research hospitals such as .Mayo
Clinic ml Johns Hopkins University.
“We get tha same drugs here as at
(Memorial) Sloan-Kettering (Cancer
Centex) because we’re pan of the same
sNdies,” Smith says,

The largest reseatvh programs cm-re-
spond directly with Delaw&e’s major
health problems — cancer, heart disease
and infant mortality, to name a few —
partly becmtse Lheyrue the hugest prob-
lerm and partty because there is a large

66 OctoberXtwm DEL4W.4E Torw

pool of patients to enroll in studies.
Christian Care surgeons will perform
2,000 arlgioplastiesthis yeru, for ezamplc,
and they routinely do more critical heart
surgeries rhan any hospital in Philadel-
phia. “We recognize !hrttthis is u need for
this popuhviefi,” says ,Qrgela DiSabtttino,
coordjnak.rr of cardiac research. “We
have a Iarge popuhion. Let’s find out
why and help them.”

Aimui FtcCkisi:wi3 carep:icns a-e
diagnosed with heart macks each month
which ke@d make Chrktiana HOSpitt in

~ewark the No. I pal-jefi~muoller in rhe
country two years ago for GUSTO Ill, a
trial of 3 !h?n-ncw clot-busting drug called
Rctevxc, (Rettimse has sirtec lxx.n ap-
proved by ihe Food and DCUgAdmin-
istration.) Ohr cadiac trials over the past
10 year3 have tested diffcnxt drng%vari-
ous types of stems (small cylindrical cages
insemd in ruteries to keep them from clos-
ing), various types of balbons for a@o-
plasties and a tool for shaving choles-
terol plaque from the walls of arteries,

As principnl investigator for the
CADILLAC tial (Controlled Abeiximb
Device Investigation to Lower Late
Angioplasty complications), cardiologist
James Ritier predicts one of the biggest
breakthroughs in the rreatment of heart
attack tictims since ~ot-busdng medica-
tions, or lytic therapy, revolutionized
treatment two decades ago. hgioplasty
— opening blocked arteries by irdlating
balloons inside them —.WSIS fmt repoited
in the late 1970.s,and it caused a dramatic
increase in the number of heart attack sur-

PhOr$&OpnWSwct!+*tc
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vivors. T’heu came Slcntig. But stents can
d30 CIOgwi~ cholcs~oI #~UC. About
15 percent of angioplnsty patients s~ffri
recurring problems during their hospital
stays. and 30 percent to so percea[ experi-
ence a narrowing of their arteries within
three to six months after surge~. CADIL-
LAC is testing whether or not $tenting
combined with a drug called Reopro,
which inhibits clotting, is better than stan-
dard therapies. ‘This stands to be a land-
mark trial,” Rittcr says.

ChiStiWMCm’s Cardiology Rcscard
Office was established in 1991, though
individual doctors like Ritter had alresdy
been doing research there for several
years. Similarly, Cbristiana Care (fonncr-
ly the Medical Center of Delaware) had
been involved in cancer research “since
the early days” when there were only four
medical oncologists in Wdmington, says
Dr. Irving Berkowitz, pMcipal investiga-
tor for cancer research. In the early 1970s,
for example, the old Wilmington General
Hospital was the fwstin the coun~ to test
tamoxifen, which was made in Delaware
by ICI Americas. Tarnoxifm was found to
prrwent a recurrence of breast cancer by
blocking the body’s production of the
female hormone estrogen. A recent
national study, in which Christians Care
took part, tested whether or no[ tamoxifen
will prevent breast cancer irt high-risk
women. Researchers await the results.
Since then Christiam Care has applied LO
take part in another study of tamoxifcn.

With a grant from the National
Cancer Institute in 1987, The medical
center became a Community Clinical
Oncology Program, It is now among the
Iargcst of the 50 CCOPs in the country,
~ccordjng to PameL+G, Eppes, clinical
MaIs coordinator”for oncology research.
Trials coordinated through Christian
Care incltsde patients from every private
hospital in Delawutre, some in New
Jersey, Anderson Cancer Center in Texas
and the duPont Hospital for Children. At
any time about 300 patients are partic-
ipating in 150 trials. and Christian Care
trecks about 2500 patients going back 25
years. There are now U. medical orrcolo-
gists on staff. Nearly all of them arc
invoIvcd in research.

“The amout of resources committed
to clinical cancer research — that’s n lot
of money: mys Dr. Peter HuIklG director
of the cancer program for the raditition
oncology department. “Tilat’a a huge
amount for my COmmunhyhospital,”

. .

B
.y conrxast, serious research into
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 Christian Hospimt. “A teacher once
told me, ‘Do you know what matunal-
fetal medicine is all about? It’s about
making decisions without information,’
That’s what I wan( to see if I can do
something abouL”

As in aI1research, research inm female
health is fraught with ethical concerns.
Rcsiarch in matemal-fetal medicine is
further complicated by concern not only
for tbe safety of the mother, but also the
safety of the fetus. Ensuring the safety of
the subjects and making sure proposed tri-
S.ISmeet federal gisiddines for reseruch
are the main duties of Christ.iana Care’s
Institutional Review Board. “As bio
ethicsmerge with medical ethics,researdr

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 “hskegee.”

Durbin refers 10the Tuskegee Study of
Untreated Syphilis in the Negro Male per-
formed by the United States Public Health
Service from 1932 to 1972. Reacarchers
wa-stedto understand wha[ would happen
to untreated syphilitics in order to
improve treatment of them in the future.
For 40 years government doctors denied
aid to a gxvup of infec!ed bkk men fim
Macon County, AIabama. ‘The idea was
that they would really help dmse people
once they understood the disease,” Durbm
says, ‘The research would beneil many
peopla. But it didn’t heIp the subjects.”

The Tuskegee study was the ‘“longest
nontherapeutic experiment on human
beings in mmical history,” according to
the New York Times. Resxwchas evmxu-
ally learned 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 in medicine, government
abuse of a vulnerable population and ethi-
cal misconduct in medicrdresear& After a
pubIic UPVXW. federrdguiddioes Werewrit-
!ea in the 1970sto proteAxhuman sttbje@

‘fiw most im~rtant factor in clirdcal
ttiilk is iXlfOStlUdcOtWIL Artypatient ~-
sentrd with artopport@ to participate in
a study br trial is fully advised of the pos-
sible benefits and ri.skz “Reseamhis intru-

seeRE.%Z4RC!if.page 89

.., ”---- .. _.,

“Research is

intrusive.
We don’t want

tO t&fj

advantage
of people.

Now there are
mechanisms to

make sure
that doesn’t
happen.”

— Paul Durbin,
Institutionfil

Review Board

—
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sive,” Durbur says, “We doa’c WiUS[ to rake—
advarmge of prmple.Now there arc mech-
anisms m make we hat doesn’t happert.”

?dsde’dby’e’’’’’”tiReview Board are poorly designed,
Du.rbinsays. TWOyew ago, for examp[e,
Christima Care was asked to participate
in a tial of a new blood substitute. The
rrial was designed to occur without the
consent of its subjects. The maker of the
blood substitute argued that trnuma
pntients would have lost much of their
blood before arriving at tic emergency
room and would therefore need their
product to survive. The Institutional
Review Board considered the proposal
carefdly before deciding to go s-tongwith
the hod and Drug khikistntti”n, W’hiCb

had tbe requirement of informed consent.
The product proved inet%cavc, acrl the
maker withdrew af[cr only a couple of
months. llc question remained: ShouId
the uid have been conducled without the
psrimt’s informed consent? i

Yet researchers admit that there are
times urhen here is no scientilc basis for

frying new thcrapifi. Other times, a new
trearment or medicine may be a patient’s
M hope. &sd, Dti”m adds, “There is a
lot of this dm is just humanitarian.’”

ASIlene Nusblatt well bows.

s ciscione, 38, leans back in his chair

and props his running shoe-clad
feet on his acsk. ‘The hardw ding

is to sec people who work so lmrd10have
a baby and just ean’L” he says. “I knou’
that God has different things in store for
all of us. But people who lose 15 babies?
That I just can’t understand.”

Sciscione is obsessed with understand-
ing. His father, an engineer, nevexlet him
change a bnd light bulb without making
him explain why the bulb burned out in
the firs place. ‘Now I do chc same thing
to my kids~’ Sciscione says. When his
wife started contictkms IO week before
the expected due dzte of their tirst son, he
questioned the conventional wisdom that
the sigmded premature labor even when
the cervix — the gateway to the birth
canal — tiad not sLti to open

Sciscionc devised an experiment: half
t_hepardcipants who experienced si=ns of

.

pre-term labor were admitted to ho kspi-

tal and given medicines to stop the IXn-
tractiOftS ; the Oticr brdf w’- Smt hOtik tO
rest. “DO you know wha[ we learned?”
Sciscione says. “Nothing.” The results
were rcporwd in the AmericarI Joumrd of
Perirmtology last year. When Sciscione’s
wife stinted pnxerm contractions during
her next !XIOpregnancies, he refused [o
WCCher to die hospitA

“I SSk my Smrfenb: How do we learn

in medicine?’”Sciscione says. “llc stu.
dents always say, ‘We do studies.’ No.
Someone mak art observation. Then we
make an experiinent.”

For exarpple. c&tom had been using a
device calkd a Foley bulb — a small bal-

loon on tbe end of a cathcfer tube — to
open the bkkkr of patients with blocked
urinary tracLs.Scisaotm bad ha-d enough
anecdotal evidence to beIieve the Foley
bulb might be used similarly to induce
labor by stimulatingdilation of a woman’s
cervix Duringa nmmrtllabor, the Cewix,ri
cm.ilage-like valv%soflans in response to
the eh~~e of hormones around it. Usually
dcxaorswait for the dilation to occur naru-
rally, but it can take many days, and wait-
ing tOO low pl%SCQtS VWiOUS risks; such

STANLEY STEEMER.—.
h’snot iust tiydere, [t’s where YOU Ik. ● THnd pm~~~

crews analyze your carpet and upholstery cleaning needs.
● Your tk-nirure is wefdy moved and returned to its osiginat
location. ● Speci.d .stte~tion iz @en to MFICUIK apors and high
waft<c areas. ● Only the clean% wand snd hose enter your
honx. ● Our excl.eivc Am.ning agtmts combine with steam to
produce the mosr poun.rkl, effscrivc cu-pet cleaning method
avadablc, ● Prokx>ivIwl CIMpCt and Upholstery protector md
deodwkcr oprioti.d and avaifab[c at exrTn cm+t.

.ft.xk-y .Wnur t.wk yoc~ui rjgh( d bomt. Stht ]9~7,.7:?.?-S22-S5JI

TILEMARKET OF DELAJVARE
“kPorter & Dutriburor of Fti Ceramic T& from Aroundrhe

World. ” Discover the cxeiting possibilities of ceramic tde and
natural stone iP Tile Market’s8,000SF Showroomand Des&
Center. A familyowned businessknown for their broad sokc-
cion, hrgc invcntoty and personalized service. Ham: Mom,
Tues, Tbur, Fri 7am - 7pm,Wed 7am- 8pmand Sat 8am- 4Pm.
XL MaAI Of Dcla-, 402A! Ma+d Amac, W&Itb9hV4 DE
X22-7774663.
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women firma a gnaa C-U-. - UGUVG..O
by caesarean section, for example. Most
obstcrricians stimtim an uucf?opcmtive
cervix using a special hormone gel. But
after tsting his technique on 150 wome4
Sciscione learned that a $17 Foley bulb
worked as well m a $203 dose of g4 thus
lowering the financial mst of giving birth,
reducing the need for caesareansand short-
ening hospital stays fbr new mothess.

That result will soon be published in
the Americm Journal of Obstetrics and
Gyncco]ogy. The procedure is now
enmuraged by Christian Care — and by
new mom Jackie Boycr.

Boycx, 23, was eating a breakfast of
scrambled eggs in her C!hristianaHospital
room on an August morning whale her
husband Peter, 27, cuddled their ChAUghkC

Madison. Boyer participated in a seeond
testof the Foley bulb technique. In the
mt expairnen~ all the participants were
hospitalized after the bulb was inserted. In
Boyer’s eqerimenL half tlm women were
sent home unti labor begtm. ‘Inducement
with Protosin (a brand of gel) would have
taken three times as long: Jackie says. “I
W3.S I’CadY.” E@ hours aftCrthe bulb W=

placed, she beg~ labor. The mchnique
was so simple and painless, Boycr says,
she hardly tilt like she was conrnbuting to
the dvmmmt of medical science.

Now Sciscione is testing whether the
Foley bulb is superior to other therapies.
Says RB director Dr. Jerry C!astelltio,
●’The best research doesn’t have to be
complex”

w hat’s neat about medicine is
rhat you really can affect peo-
ple positively,” Sckiom

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

Sciscione’s greatest fascination is the
induction of labor. The problem he’s most
interested in now is what causes a
woman’s water to break before MI temxt.
Mo9t obstetricinms suspect the rupture is
caused by infectioo, but no one Imows.

During an+ pregnancy, the *
is pIuggcd wiw a mucus-like barrirw.
SorWfin~ tit h~er breaks down and
W* he. When that happensthe woman
StWtSm ~m w-otiC fluid, ~ SeSldtm
the fetus is usually &vastming. ‘Ile fluid
protects the fetus by preventing it from
twisting its umbilical cod and by shielding
itfivrnaxmmhe.$the~titcon-
wins the fltid cda~ causing the fetus’s
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‘ limbs to press againscthe uterus and disfi~
we. In wap dcctors don’t fully undentand
the ~OtiC fluid is dSO cririd IO hdthy

development of the fetus’s hmgs. If a fetus
was born before 24 weeks in the past,
Sciscionesays, it slmost never survived.

These were among the risks llene
NusbIatt faced when she was ndmkred rc
Christian Hospital in August last year,
“They WCKCahid thaq even if the baby
was born, it wouldn’t be able to breathe,”
she says. “Even if wc @c it to viabiity,
we codd deliver a baby tit wouhln’t !ivc.r

The matter was further complicated by
Otk ftitOfS. During her fifthpIVgI_SWICY,

Nusblatt had been given a cervical cer-
clage, a stitch made to keep her cervix
cIosed until she began labor. That prcg-
n.ancy lasted 16 weeks before ber water
broke, But because it had lasted far lorqp
than the previous four, she was bopcful.
During hcr sixth pregnancy, her doctor
gave her an abdominal cerc!age to close
her ccmix permanently. That pregnancy
lasted 17weeks. .%iscionebad used a sim-
ilar technique on another patient- When it
fail~ he came up with a new ide~

The “why” of things is Sciscionc’s
obsession, but why is sometimes out-
weighed by “how.” No one knew why
h’usblart had so many miscarriages. (The
Nusblatts later learned [hat Ilenc was
affected by a synthetic hormone her rnoth-
cr had been given to prevent a miscarr-
iage.) “How” Sciscione planned ro help
Nusblalt was by damming her cervix with
Rglue.made of fibrin.

Fibrin is an insoluble protein formed
born m enzyme that causes bIood to clot
and a pro[ein found in bIood plasma,
Fibrin glue had been used effedively in
cosmetic, uroIogic and cardiovascular
surge~ since the 1960s. Sciscione sus-
pected that, like the Foley bulb, fibrin
might have other applications.

When Sciscioru wa9 rccommcndcd 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 fiVC

mom women. ‘~o of tic women dcliv.
ered beaudfulIyp he says.

But tho glue was far from perfecL and
he warned the Nusblattsthat theirchance of
the pregnancy going to term was “dismal.”

“Itss important not to put up these
quote-unquote ‘medical bamicr$.’ I think
it sets the pason up for disappointmcnL”
Sciscione says. “I explain to them that I’m
not God; I’m just a human who has

.

HelphgpeoplZtum chaUengeinto success

Semdn~ famllio~ in Ihe Delmm eemsnunfiy for owr two cfocatk
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worked hard sc this. But I &o explain that
all my mining was done cohelp them.”

‘Tor hvo days we didn’t do anything:
IIenc says, “I drough~ ‘This is ridiculous,
Take the baby.’ ‘flmn I rhoughc I corildn’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 to have children, I couldn’tdealwith
it, so I refused to.” Jay Nusblatt remained
optimistic, however, and his attitude
buaycd Ilcne. “It was a crossroads for
US: she says, ‘WC 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 Ilcnc for infection and
ascertaining that the fetus was still
healthy, Sciscione applied the glue. It
washed free a short tima later. He
changed the composition and appIied tic
glue again. Again it washed.

Sdtione could not understandwhy the
gk kept failing.ThQwhilehe wasjogging
one afternoon, the mover hit him: There
was somethingin Ilene’samnioticfluid rhat
WS5eroding the plug. He fd[eredthe glue
again, this time using Ilene’s own blood
agents.The bloodplatel~ wouldAwe the
risk of infection and stmd up to the flood
of chemicals released during pregnancy,
The next plug stayed in place 2VzW}ceks.

Ilene stayed on bed rest for 101 days:
no bathroom privileges, no showers.
Intravenous antibiotics burned Up her
veins. Scistione replaced the fibrin plug
five times.

Ilene docsn’t remember much of the
day 3-poun4 2+unce Ava Rose Nusblatt
entered this world. Ilenc was in pain.
Sciscione feared rhat the stitch in Ilemc’s
d)dOITKKt would call= her W&M to ~p-

ture.She delivered by caemrcart, and she
lost much blood. But it worked out.

“The kid comes out,” Sciscione says,
“and the kid is absohrtelycool,”

Sciscione calls llene the hero in this
dramrLHe sees himself only as someone
with some specialknowledge who consid-
ers research important and finds that ltelp-
ing people makes him feel good. Ilene
sees it differently.

“1 @’t rhink we solved anything,” she

says, ‘I don’t think Tony knows the
answ~. But he knows more than he did
going into it. He says he didn’t do a lot. He
did do a lot, but rtoconly thaLhe gave us a
Ctice whero most doctors~Olddn’t.” ●
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Smrp~SS]) of predicting
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(ryxlved DCLHb)was 42.6
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placqba ‘d ‘* firie) * 35.5
parcent with an obsewad
death raie of 17.4’(8 of 46
patients.] Soma @fferences
were noted between the
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~f tha expected S54 partici.
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latienta (received placebo,
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~lrs Serious injuries and
ubsequantly were dis-
charged from Chriatiana
;are.
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raviewed by Dr. Glan
tinkoft. director. of trauma,
the Principal Investigator
md the Institutional Review
Board which approved the
study with the waiver of
nformad consent, and
nona, through Jhe adminis-
tration of DCLHb or place-
lo,”were related to out-
:ome.
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Name Change
IN THE COURTOF
CO~o;~;~EAS

STATE OF DELAWARE
IN AND FOR

NEW GKTLE COUNTY
IN RE: CHANGE OF
NAME OF Prrtrick Gagai,
PETITIONER(S)
TO Phethuvuyo Grmrsi.
NOTICE IS HEREBY
GIVEN that Patrick GG
rmi intends to mserrf a
Petition to the court of
Cammmt Plem faf the
Starts of Dekr-vme In md
for New Chogle County, to
chmge name to
Phethuvuyo Gragai.

Ptick ~~i
Petifimer(s)

DATED: 12->$%
12/S/12y19-NJ 0r9&Kw4

Retistsr Order
Estate of RICHARD J.
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herebv 9iven ttxrf Letters
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Estate of RICHARD J,
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A.D. 1998, md all persons
in&sfed to the said A
ceased cre reaueated to
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R9S-189: RECOGNIZING JOHN W, SL4CK FOR HIS
——. .“. ..—— ..—_.— .
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. . ANTHONY
CENTRALHOSPITAL

c

4231 West 16th Avenue
Denver, Colorado 80204
303.629.3511 Phone

January 7, 1999

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 clinicaI study entitled “The Efficacy Triai 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 srop 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
c. 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.

L---’”’””
Thomas L. Wachtel, M.D.

_~ Principal Investigator

cc: St. Anthony Central Hospital IRB

Centura HeaIih is an integrated health deliuey system
sponsored by PorterCare Adventist Health System
and Catholic Health Initiatives Mountain Rep”on
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[n accordance with regulations issued by
the US. Departmentof Health and Human
Services’~and the “U.S. E@ .?!d Pmg
Admi~i$ration, 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. DarticiDated
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receiv+ theinvestigativehemoglobinsolution
(treatmentgroup)with the WOUPthat did not
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liik suggest[iis”;~;;t-”ie;d;; belno~ich~ who wik-~’ia-fi~r-~n war in the former Yugoslavia, and :
wvices or equipment such as Serbia. it seems this trend will continue ‘.:
Dmputers. The local chapter of Interna- ‘in the future.”.

= = Hemoglobin Therapeutics Research ends ~,’ -=—
——===. at MetroHealth Medical center “ ~~— 1.,,:.’.

.,..

$
,;

*, -:..

MetroHeal& Medicd Center has ended a research study that was ~.,’:..

designed to. evaluate a new.treatment for seriously injured patients ‘-“’~:-. ~~
suffering from severe blood loss. ,.

.,.........-.....,,. .
., .:, ;. ‘, ...-’”.

The study, conducted by’17 of the nation’s leading tiauma ce,nte~; was .
stopped by Baxter Healthcare, Inc., developers of the patented blood
‘substitute, product. According to officials at Baxter .Heahhcare, 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 increasing patient survival.

,.’

The hemo lobin therapeutics study was the first in the “nation to use a
fnew U.S. ood and Drug Administration (FDA) regulation that allows

unconscious patients in danger of dying, and for whom no one was
available to give consent, to receive an experimental treatment if no ,,
alternative treatnient with a good chance of success exists. Public
notification of the study’s outcome is a requirement of the FDA.
,,, ,,. ,“. .,.’.; ,. .... >-’. ,, .!’.,: ,,,,- 1“ .... , .

,---- .&;.
~While this p&icul~ project did not prove the product to be effective, ‘ ‘‘,”
“,iese~cfiers at ~e,tro~ealth Medical Center believe that data gathered -.-t ~~
~“’from’~fi’ S&dj cm cofi~ibute tcj‘future trauma ‘s~dies. :... .:,
.,$, ,.; ~h, .,:. t ~., a: --t

,,, , ,, ..::

.,. .

B&er Heahhcare has ,established a website at “htip://dcfib.er.tic. edu to c----
.’, . .

piotide ‘further ‘information about t+e study. YOUmayalso@rectqvesti!$~j.i,,. ,
or c,omments about the study to: ‘.. - ‘.,.’, .. . .,. ,—::-,:::..’.,i l..,..,’:,. .’. ,.,+,,(, .,.yj::?%.-.... .... .
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March 25, 1998

Re: Termination of the Efficacy Trial of Diaspirin Crow-Linksd Hemoglobin
(DCLEBw) in the Treatment of Severe Traumatic Hmnorrhgic ShoclL Protocol
U6029242P

An interimanalysisafter randomizationof 113patientswas performedunder the directionIofthe
independentdata safktymonitoringboard. Evaluationof thepreliminarydata prompted tlw safety
board to request a hold on further patientacmal as of Jmmry 2, i998. Further analysisof this
data indicatedan ‘imbalancein modky Mavming the study agmt Withthese results, the
sponsorhas terminatedthis clinicalprogram The sponsor,Eaxter Healtkare Ml dease general
informationconcerningthis trial in the near Mure. In fulfillmentof the new federal regulations
h the exceptionof informed consent(2I CPR 50,24), eachsite is obligatedto infbrmha
communityof the demographicsand resultsof the study. Oncethe resultsof thisstudy have baa
completelyanal- the sponsorwillmaketh~ infixmationavailableto each investigatorfix their
use in this publicdisclosureprocess. $mct?our otigrhul appnwil onhne 24, 1997, we huw mt
mrdfeci any patients in this clhticcdtrkd.

ASprincipleinvestigator1willkeepyou abreast of the ongoingactivitiesof this terminated cMcal
program.

ThomasA. Santaa, M.D.
AssociateProf*r of Surge~
PrincipleIlmatigator
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MCI’ HAHNEMANN UNIVERSITY
DEPARTMENT OF SURGERY

?’homtmA. Ikmiom Mill
Akmt?kaW %@ssor c#h-
A.sxodati Dinmkw, Reghd Rtaoume Tmmw Center
Progmm Dfmwtor,&rgicaiCriticd Cnrs FdbwdIip
Dlrwor, Suq@dhwMlvc Cam Unit

3300HenryAwnue
PM&nk!@hl$qPA i9M

(W) 842-4$67
J&t (21S)843-i095

I%bruary4, 1999

RK PostStudy Disclosure- Trial of DiaspitinCross-Lidwd Hemoglobin(DCLHIW) in the
Tmabent of Severe Traumatk Htmorrh@c Shwk Protocol #6029M2P

Dar:

This is a fbllowup k%terconcerningI& Efficacytrial ofIliaspirinCrass-linked I-kno@bm. You may reed

thatonthocormqxmdmm&tedMamh2S,1998,1informdywuasamtmberofow researdommmity
-titiis~~@ WkW-tidue@ m~timti~ds_tia
IxxI-lB compound.sincethediscontinuation.1of thisp- theSpcmsOr,WdcingWilhthereSe4wh
inwxtigatom,ha?mreviewdthedatacdlwuxionthe l12ptltiuwrandomM intotbcstudy priorto
discontinuation. This in.fbrnmt.ionwas sent to m in synopsis fom an Fckwuary1,1999. Infidfihnentoftk

_m-” newfixkralmgufationsfortheexwptimofidbrmedconseat(2 1CFR 50,24), I amobligatedto shimwith
yq theCwnanity, thedemogmphic$oftkpatkntsenmkdandthe rOsUkofthemldy.

OnJune24, 1997, the J.mstitutiondRGVKWBoardoftk MedicalColiege ofPem@vaniaappruved patkut
enroUmmtintothistriaL EkmeYer,duetotherestmim entrycritedaofthe studydthocOWiHltkXIStKSS

ONE invcstigatofs at tbc Medid Cdkge ofPem6yhan&w didti end my pst.kts intothisclinical
trkd 1km provideda $Jmo@isof the!Jtudydwignandthere$ultsfir yourmvie’w IMnite ounchions as
bbhbtirnmti~ ~dndk-w~hsi~~t -~ti-dtie

=Aha@fiMtitti~-ti-hIdtip-,

?’hOU@ thisclinicaltrial didIXashowthebeud forourGummmi&aswe hadhqxditmay, wcstand
mnti@@cIMd tis~mti~hti _ptimtitit@ mdfi~tiqnd~
Ofcaropmvidc.dto our critically mjumd Canluuxdty members.

I~ti**@-*~ hw*@&=~~h-se bywr~tia

COITWlllkttity.] would (!zlCOW8@ ydl to S& thk ~ ‘ with C@.er members Ofths community. Xflcazl

bCofSnyassistanceto you or ifihthcfinfonnath is Im%k& pkas+efw! ikectocontactrne thmughtbc
Tmurna Center at the Medkd CollegeofPennsylvania.
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2. SYNOPSIS
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Name of Company individual Study Table (ForNd&mzfAufhoriiy =
3axter Healthcare Corporation Referring to Part Use Of@)

%me of Finished Product: of the Dossier

3iaspirin Cross-linked
Hemoglobin (DCLHb) Volume:

%une of Active fngredienk
3CLHb

Page:

=

ritle of Study The Efficacy Trial of Diaspirin Cross-1inkedHemoglobin (DCLHb) in the Treatment of
SevereTraumatic Hemomnatic Shock

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 centerswithone center not enrolling sny patients and two other
centers not initiated to enroll Patients (see Panel 6:1) “

Publication (reference): None .

Study period (years): Phase of development: Phase III
(Date of first enrollment): Febmq 1997
(Date of Iast completed): Januw 1998

Objectives: .
>fim Endnoints: 28 day Mortality Reduction.

3econdaw Endnoinfi: Morbidity reduction as measured by the multiple organ dysfunction (MOD) scores,
$8hour mortali~ reductio~ and 24 hour lactate leveI.

?harmaco-economic EndDoints:Blood utilization reductio~ ventilator, dialysis, ICU and total hospital day
‘eduction.

hfetv Enduoints: (a) the incidence and severity of adverse events (l@s); and (b) changes from baseline
in clinical laborato~ results and summary of graded toxicities.

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

Investigators, Ill%, and Baxter complied with regulations 21 CRF 50.4 (Exception from informed consent
requirements for emergency researck the regulations governing emergency research conducted with an
exception from informed consent).

Number of Patients (Manned and Analymd): Planned 850; Analyzed 112 randomized patients, 98
tied patients. Based on the recommendations of the Data Monitoring Committee the study was
ttiated earlv,

Diagnosis and Main Criteria for Inclusion: Eighteen years of age or olda, evidenw of hemorrhage; and
tissuehmoxia and cellular hypoperkion.

_—--- ii
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Baxter Heahhcare Corporation
DCLHb~
Protocol THS 95.1

2. SYNOPSIS (Cent’d)

Final Rq)ort

Name of Company: Individual Study Table (For NdonaLAut.kority
Baxter Healthcsre Corporation Referring to Part Use On&)

Name of Pinished Produet:
of the Dossier

Diasphi.n Cross-linked
Hemoglobin (DCLHb) Volume:

Name of Active Ingredient: Page:
DCLHb

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

Reference Therapy, Dose and Mode of Administration, Batch Numbe~ Normal saline admhistered
through an intravenous line. Batch numbers and list of patients receiving study product from speciiic
batches are provided in Auuendix 16.1,6.

Duration of Treatment Infusion was to begin no later than 30 minutes after patients met ermy criteri%
and within 60 minutes of hospital arrival. The entire dosing regimen was to be carnpleted witbin
60 minutes horn start of first infhsion.

Criteria for Evaluation:

- SU+V~ status at 28 days tier infusion.

- Incidence of adverse events; change from baseline analysis of laboratory data; analysis of
Iaboratorv data bv maded toxicities,

Statistical Methods: Logrank test (without Stratilcation) was used for the primaq analysis for
comparison of DCLHb with the normal saline procedure treatment group with respect to 28-day mortality.
Kaplan-Meicr survival curves were used to describe the survival fimction in each treatment group. Cox
proportional hazards modeling was used to adjust for pretreatment factors and to test the effect of
stratilcation by center. Logistic regression analysis of 28 day mortality adjusted for baseline
characteristics, trauma injuq 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.

..-.
...
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Baxter Healthcare Corporation
DCLI-IW
Protocol THS 9S.1

2. SYNOPSIS (Cent’d)

Final Repon

Name of Company: Individual Study Table ~er&mdAuthority
Baxter Healthcare Corporation Referring to Part

Name of Finished Product:
of the Dossier

Disspirin Cross-linked
Hemoglobin (DCLHb) Volume:

Name of Active hgredienti Page:
DCLHb

Summary
EfficacvResults: Logrank analysis of 28 day mortality shows tiat 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°/0in the normal saline group, p-value = 0.003). The Kaplan-Meier estimate of the survival
distribution for the IWOtreatment groups shows early separation (by 3 hours after start of infusion) with
the sumival distribution declining much more rapidly in the DCLHb group than in the normal saline
group. Despite an apparent imbalance in baseline injury sevdy, the difference in mortality rates remain
after adjusting for pretreatment factors (Cox propofional hazards model) and significant baseline variables
(logistic regession model). These findings remain even afler adjustment for predicted probability of death
in the two treatment groups (TRISS model). The results of the 48 hour mortality anaiysis also supports the
above findings. Analysis of 24 hour lactate levels shows a si~lcaut dii%ence 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 model assumptions.

In a retrospective, independen~ 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 dat~ 96?40
(22/23) of the deaths in tie 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 v-high risk for motiity were defined. Based on
these risk variables, 15?40(7/46) of the patients in the normal saline group and 29V0(15/52) of the patients
in the DCLHb group met seven or more of the high risk criteria for motiity at baseline. Of these, 4
patients in the normal saline group and 12 patients in the DCLHb group died. Also, 7’%(3/46) of the
patients in the normal saline group and21V0(11/52) of the patients in the DCLHb group met four or more
of the veg 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 inteqretation of the mortali~ rate imbalances between
treatment groups.
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Name of Company: Individual Study Tabk (For MationdAw!hority
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:
DCLHb

Safetv Results:
● Patients receiving DCLHb in the treatment of severe traumatic shock had a higher death rate (46Y0

versus 170A)and a higher incidence of serious adverse events (480/oversus 35°/0)than patients
receiving normal saline.

● In both the DCLHb and nomml saline groups most deaths (84Yo)occurredin the fist 24 hours
following injuy.

● Re&ospective,blinded analysis of mo@lity data (Appendix 16,4.2) revealed that 96V0of 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 snalysis based on mortality risk vruiables (Appendix 16.4.3) revealed that
more patients in the DCLHb group met the criteria for high or veq 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 motiity 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
multisysternorgan failure.

● More patients receiving DCLHl had cardiovascular and hem rate and rhythm serious adverse events
than did patients receiving normal saline procedure (17Y0vs. 9Y0,and 15% vs. 9V0,respectively).
This is not unexpected given the imbalance in mortali~.

● 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
DCLHb group, but the reasons for the imbalance are unclear.

● The difference in mortality rates remain &es adjusting for pretreatment factors and significant
baseline variables.

● A transient elevation in serum amylase @caking at 24 hours post iniision and returning to normal by
day 7) occurred in the DCLHb 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; 3370vs. O%in the normal saline group).

v
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2. SYNOPSIS (Cent’d)

Final Report

Name of Company: Individual Study Tabk (For NdionafAuthor@
Baxter Healthcare Corporation Referring to Part Use Only)

Name of Finished Product:
of the Dossier

Conclusion: The efficacy and safety analyses revealed a statistically si~cantly higher mortality rate in
patients receiving DCLHb than in patients receiving normal saline. The Werence in mortali~ rates
remain tier adjusting for pretreatment factors and significant baseline vtiables. However, retrospective,
blinti analysis of mortality data revealed that 969’oof the deaths in the DCLHb group and 88’%0of 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 tie criteria for high or vay high risk formortalityatbaseline, than did patients in
the normal saline group. Thus, ikre is an imbalance across treatment groups in the number of patients at
high risk and very high risk for mortality at baseline. Thus, the usefidmss 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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. Testing. .
vyithout
asking
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. :

I&JwvM#dsr_ ,.,..!.

Two years ago, researchers for
‘DeerMd-basedBaxter hlte17@iOIKdk%
began the first advanced trial of an

‘“ o~gen-carrytng blood substitute with
.-—=. great hopes that the product might OIM

day revolutionize emergency medichq
by ptividing a ready treatment for ~
ple of all blood types.

That didn’t happen. The trial wa~
halted because out of 52 emergency
trauma ptiti(?IltSaround tht””COUntI’ywho
received the blood substitute callel (
HemAssist, 24 died–two more than
would have been predicted given the

~ severity of their injurtes and far more
than the death rate in a group tha~
receivedonly routine treatment

Though the trial’s disappoint~~
“results were widely reported last sunk

, mer, the assessments did not enxnine M
most controversial featunx Consent waS

“ never obtained from patients in the
.,. study. .But recently, some medical

experts have called for ftieral regulatoti
.’to revisit the policy that permits some

~L:expedmmta on humans to be conduct~
.J;::without the consent of patients or thy
; :,.fiamiliee.

The absence of consent was allowed
under a historic 1996 change in U.&
~ and f)rug JktMhiStrdiOn regulai
ttou&Baxter’str@l wastheflmtstudy@
talceadvantage of thenewm which
Were dealgned to fhCfit@ reWXKChtn
emergencymedicine that could not hap
~enif:xtoMla dtotakeUlatimetqet

But in addition to encouraging new
diecoverk the reguMorY change broke
with a SO-year-olddoctrine reQuirtn~
tnformed consent m VMlally au =Parb
menta on humans. The failure of the
BdfX hid has !4 some @icists ?Q
‘question, the Wiadorn behind the rql~
- .’”’” .;

“People get immlved in something *
their detriment without any know

9,of It,” said GeorgeAnnaa, a professor
health law at the Boston University
School,ofPublic Health. “We use peopJE$
what’s the @atiflcationfor that?”

Ptrst artkulated at the Nuremberg A
.,, Sss (M#sm?r,PAOB$

. . . . . . . .. . . . . . . . ... ..: i
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Caplan was lead author of a
@ember artldein tbe Journalof
he knerican MedicalAssodation
hat caUedfor modltlcationato the
?DAinformed~~t rS@StiOm3.
as suggestions inchl& requtring

Ireaeamhersdo more to prove that
a study can only be performedon
@ieuts who am so irmmadtated

Consent
Cmrmum FIIOMPM 1

ala 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
resemh on humans in this coun-
try. Violations of the rule nor.
really have met with wide outrage,
fkomthe clandestinefederalsyphi-
lis experiments on Africa,n-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
Hem&dst trial began under sig-
nifhnt public scrutiny as the first
under the new FDA regulations.
There also was little reason to
think the product would have an
adverse effe@ since initial trials
in Europe did not indicate any
problemwith unexpecteddeaths.

Although no Chicagrwea hospi-
tals participated in the triaL one of
its co-leaders was Dr. Max
Koenigsberg, director of emer-
gency medical services at Illinois
Masonic Medical Center and an
overseer of the ChicagoEMS sys-
tem Koenigsbergsaid even though
the trtal% outcome was negative,
the proceduresused were sound.

“Nurembergwas never intended
to withhold needed therapies tlom
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 corn.
munity meetings, press releases
and post-studyfollow-up.

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

“public notification means noth-
ing,” said Dr. Arthur CapIan,
directorof the Center for Bioethics
at the University of Pennsylvania,
‘I know peopIeare enamoredof it
but it means nothinz”

....-. -“- --------- --

Aiiii%s always been allowed
‘or studies with very minimal
4ak, tn which researchers use
)nly data that would be collected
n the normal course of clinical
xwe. In addition, federal regu.h
me made rare exceptions to the
informed-consent requirement
when experiments involved
patients in cardiac arrest or simi-
lar conditions when death appears
iikely.

The 1996rule allows institutions
to waive informed consent for
studies of emergencytreatment in
which available treatments are
unproven or inadequate.

Human blood+for exmmk cur”
rently cannot be given while a
patient is in the ambulana speed-
inglkomthescen%tithere~
beadelay atthehospititiw
ie in short sUPPIY.Blood Substi-
tute such as HemAssist would
notreqti~~nor~

matching for blood type, and so
would be immediatelyavailable.

The regulations state that
informed consent can be waived
only if the patient is unconsdous
or incapacitated, and the family
cannot be reached Risks tl’omthe
experiment must also be reason-
able compared to standard treat-
ment
~ Animal StUtieSand p@i@lXy
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 Us@ SiIdkU blood prdlti
during the Persian Gulf war in
1991but decid~ against it because
of the blood pressure concern

Trauma patients in the Baxter
studv X’W?iVSdtWOtOfOUrUnitsOf
HemAssist within an hour of
arrtving at the hospital, in addi-
tion to regular h- bloodand a
saline solution.Randomlyassigned
patients in a control group got
only human blood and saline..
Researchershoped HemAssis4like
human blo~ wotid heip SUp@y
OxYm to the body’sorgans in the
critical time immediatelyfollowing
severe injury from a car accident
or shooting.

That justMcation met the federal
requirement that the product
could beshown to flllaneedl~
by human blood, which often is
not immediately available. But
Boston University’sAnnas believes
such t.tmries ~ not enotyghfor–.
researchers to Dypass UIrormea
consent

“It’s presented as if it’s better,
and we don’t know that” Annaa

‘ said. “That’s the definition of
research-if we knew it work~

Anaiysiaofm-=wm
givenno conclusiveexplanationof
why the observed death rate for ‘.-
WmASist ~ 46.2-4 mm. .-
pered with the Dredicted rate of
4%.6percent In another mystartoua
fudinik moti~ for the con~l
group was just 17.4percent -
leas than the rate of 35.Spercent
that would have been expected
given the severity of that group’s
injuries. Given SUCh~ti=%
Koerd@m Sa@ it is impossible
‘=~aH~~sist caused the

. ..------ .’------- -

In factmanyexperts belkvethe
FDA rules—and even Baxter’s
s~udy—will be beneficial to
patients in the long run.

Dr. Norman FoX director of the
medicalethics program at the Uni-
versity of Wisconsin, said some
doctors had resorted to UnO~~
wumpmvised emergency medicine
research before the FDA rules
were changed.

“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 ~“ he @d. “Nfogtstandard
treatment h emergency room set-
tingshaa nmrbeenshowntobe
safe and eiktiva”

Fost who lobbied for the FDA’s
relaxation of informed-consent
requirements, said the Baxter
study could have the unintended
~~=d deterrhg unmon-

‘~ study my have pl%!vented
many deathay Fost said. ‘Qther-
wise?thedrug mayhave... been
used in an uncontroll@ unstudied
way.w

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 illlento~ Pa.,
revealed that most families were
satisfied witi the treatment even
after the trial proved a failure,
according to Dr. Mark Cipolle,
director of surgical reseamh at the
hoepibd.

“I was a little nervous about
.. . . . . . . .. .. . .... . . . -------

. . ..
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by trauma that they c&ot give
._qggentthemselves.,.-.-.. .J-. ..... . .
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“If it’s not going to ‘acmmp&h
what we wanted it to accomp~ ‘
maybe it needs to be changed
[Wahu” he said. “In some cases
that could mean tightening the
regulations or opening up other “
iraas. We would never consider
)Xitsob~yxti~w

Just SnytMngto ha=”

.
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d.bw the hiniliesof patients who
die4L”Cipolle said “but it wasn’t
bad at all.”

No lawsuits have arisen from
the blood tri~ a Baxter spokes- _
woman said.

St4 -S main blood Substi-
tute competitor, Evanston-based
NortMield Laboratories Inc., said
it has no plans to seek waivers for
informed consent for studies of ita
XmXhlct

“I honegtiyam not convtncedit’s
a method we need to use,” said
Northfield Chairman and CEO -.
Richard DeWoakin.“1think exper.
imental research should be con- 1
sensual.” /

Northfleld b tried to tit-p”~-
M trials to patients who are
less severely injured, or whose
fhmilks can bereatiedint~eto
give their consent

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

In t%c~no companybesida Bax-
ter has conducted a no-consent
experiment under the new rule,
and only a few have begun the
confldentia.1p~ proce$aOf
preparingfor one, FDA offlcti
said.
Thatmay indicate that the ruks

as currently formulated are still
too burdensome for drug compa-
nies, Fost said

yetMmie ‘“bea senior policy
analyst for the FDA said even the
1996change was intended to be
strict StilL Lee sai~ the fact that
few com~es have plans to qa
the new rule may be signifiaL.,

....-.... . ... ... ---- .... ..- .,. .... ..
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@wWwmying :
blood substitutes
Concentrated efforts to develop
bld substitutes were only ‘
seriously suw after 1986 ‘
becauseofthe threatofdisease
transmission, most notably of HIV
and hepatitis C. An increasin~ !
short supply of blood is helping to
drive this research.

:. ..,,,~1
The chief com~nentg of bi~
are red blood cells (RBCS), whi~
blood cells, platelets and plasma..
Two drops of blood contain ,:
approximately 1 billion RBCS, I
which give blood itg color.
Hemoglobin is the active
component of red blood cells,
carrying oxygen ffom the lungs tn
the tissues.

The o%ygen-canying hemoglobin in
r~ blood cells is replaced by a
natural or synthetic oxygen-
qarrying substitute. Effectke blood

‘ subatitMes would decrease the .:
need for human hemoglobin in :
surgeries, traumas and
emergencies. They could be used
immediately wtten needed and :
‘Wculd not require special storage
or mat@ing of human donors. ~

,.- ;.
,~, ,.

-— ..,..,
In the U;S., the number of blood
tjonors continues to fall while the
number of elderly, the group that,
needs blood the most, is growing.
Experts project an annual shortfall
;f40million units in the U.S. by
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Blood Trials Done Without Consent

CHICAGO (AP) - Twenty-four critically ill patients died afier 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.

.n Baxter ofllcials 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. ‘‘1 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
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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’?”

.4-%
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 ol%cials
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
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COPY MAY NOT BE IN ITS FINAL FORM AND MAYBE UPDATED.

DIANE SAIWER: 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. CapIan, first of all, artificial b[ood, 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’thave 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 fhmily 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 11about 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 into 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?

-.__= 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 SATWER: Dr. Caplan, if you had been in that emergency room and without your consent, ‘
.—.. would you want to have been given the artiticial 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.n
sound truck saying, watch out, research being conducted down the street, don’t go there. The tough
problem is we have to modifi 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. AKl13UR 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 coming up on ~
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 resewed. 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 fhrther itiorrnation 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;)
(SRC:FDCH;) ) AP-NY-01-20-99 1416EST

:SUBJECT: MED
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