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January 6, 2000

FOOD AND DRUG ADMINISTRATION
Dockets Management Branch HFA-305
12420 Parklawn Dr., Room 1-23
Rockville, MD 20857

Attn: Docket Number 95S-0158

Subject: BB IND-7371
: Disclosure of Study Results, and Additional Community Consultation
Documentation, Protocol AHS02.

To Dockets Management Branch:

Reference is made to our Investigational New Drug Application for Humanized Monoclonal
Antibody Hu23F2G for Hemorrhagic Shock, BB-IND 7371, which was originally submitted
to the FDA Office of Therapeutics Research and Review on October 28, 1997. We also
refer to:

1) Protocol AHS02, entitled “Phase 2B Safety and Efficacy Study of Hu23F2G in Subjects with
Hemorrhagic Shock” which was included in the original submission.

1) The guidelines described in 21 CFR §312.54(a) which require that Institutional Review Board
- (IRB) information concerning public disclosure be submitted to Docket 955-0158, for clinical
investigations involving an exemption from informed consent under 21 CFR§50.24.

The purpose of this submission is to provide documentation (21 CFR§50.24(a)(7)(iii))
concerning public disclosure following completion of Protocol AHS02. Individual sites IRBs
have approved the ads included in this submission to apprise the communities, and researchers of
the completed study. Each ad includes demographic characteristics of the research population,
and the study results.

Listed below are eight of the IRBs which governed sites that conducted Protocol AHS02. Copies
of actual advertisements for disclosure of study results as approved by these IRBs are included in
this submission.

Committee on Investigations Involving Human Subjects
University of California - San Diego
La Jolla, CA

Human Subjects Review Committee

University of Washington
Seattle, WA
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- UT Memphis Institutional Review Board

University of Tennessee - Memphis
Memphis, TN

Human Subjects Research Committee
Hennepin County Medical Center
Minneapolis, MN

Metro Health Medical Center - Institutional Review Board
Metro Health Medical Center
Cleveland, OH

The Colorado Multiple Institutional Review Board
Denver Health Medical Center
Denver, CO

Vanderbilt University Institutional Review Board (Additional information regarding
community consultation for this site is included in this submission.)

Vanderbilt University

Nashville, TN

University of Missouri — Kansas City Adult Health Sciences Institutional Review Board
(Additional information regarding community consultation for this site is included in this
submission.)

Truman Medical Center

Kansas City, MO

If you have any comments or questions regarding this submission, please do not hesitate to
contact me at (425) 415-2297.

Sincerely,
Jeff Hesselberg, M.B.A.
Associate Director, Regulatory Affairs




UiV, U1 waillulilic



THE SAN DIEGO UNION-TRIBUNE s MONDAY, OCTOBER 25, 1999

- drug, research studied 150 trauma victims at 11 trauma centers throughout the United States. In the

UCSD MEDICAL CENTER

San Diego, California
- Division of Trauma T

TRAUMA STUDY RESULTS T et

"t?mversny of Caﬁvfé’t"'nia, San Diego Medical Center recently participated in a research study to evaluate R
_ an investigational drug that may help severely injured patients. The investigational drug being tested is

called Hu23F2G (LuekArrest™). The research study is sponsored by ICOS Corporation (Bothel,
Washington). Hu23F2G acts on the white blood cells and may prevent them from causing damage to the .
body’s major organs following trauma. In order to determine the safety and effectiveness of this new
clinical trial, some patients received Hu23F2G along with standard care and some patients received the |
standard care for severe injury alone. :

Patients were enrolled into the study in one of three ways. First, patients gave their own informed Lo
consent if they were able. Second, if a patient were unable to give consent, then upon arrival in the
emergency department the hospital staff attempted to reach a family member. If this was successful, the
family was asked to provide informed assent. Third, if a family member was not located within three
hours, the patient was enrolled under the Food and Drug Administration (FDA) regulations waiving the °
requirement to obtain an informed consent. The effort to locate and inform family continued after the
patient had been enrolled into the study under the FDA regulations waiving the requirement to obtain an* -
informed consent. Use of the FDA regulations waiving the requirement to obtain an informed consent in - -
this study was approved by the FDA and the Committee on Investigations Involving Human Subjects,
which is charged with ethical oversight of patient research at University of California, San Diego

Medical Center. :

Enrollment into this study was completed on January 26, 1999. Across the entire study, 14% of patients .
signed their own consent, 53% had a family member provide informed assent and 33% were enrolled

with waiver if informed consent. At University of California, San Diego Medical Center, 14 patients

were enrolled into the study from 4/20/98 to 1/26/99. | patient signed their own consent, 10 had a family .
member provide informed assent and 3 patients were enrolled with a waiver of informed consent.

In this study, the average patient age was 36 year old. males were enrolled about twice as often as
fernales. The majority of the patients were Caucasian (58%), followed by African American (25%) and
other races (17%). At the University of California. San Diego Medical Center the average patient age
was 32 years old, 9 males and 5 females were enroiled. The majority of the patient were other races
(50%), followed by Caucasian (43%) and African American (7%).

Preliminary analysis of the study has been performed. Hu23F2G appeared to be safe in the patient
population. A total of 11 patients (7%) died in the study. The death rate was 10% in patients who .
received standard of care alone and 6% in patients who received Hu23F2G. Although the endpoints that **
the study was designed to measure were no different between the patients that received standard of care
and patients that received Hu23F2G along with standard of care, there was a suggestion that those i
patients who received the higher dose of Hu23F2G had decreased heart and lung failure compared with
those patient who received standard care only. Further analyses of the data are underway.

Any questions about this study should be directed to David B. Hoyt, MD at (619) 294-6400.

0601




La Prensa Sax DigGo

OcTostRr 8, 1999

UCSD MEDICAL CENTER

San Diego. California

Division of Trauma

TRAUMA STUDY RESULTS

Universuy of Catifurmia, Sun Diego Medical Center recently parnistpated 1a a research study o evaluate an
invesuganonal druy that m:y heip severety injured patents. The mvestuyatonal drug being tested 1s called
Hu23F2G (LuckArrest ™). The zesearch study is sponsored by (COS Corporation ( Bothell, Washi )
Hul3F2G acts on the white blood cells and may prevent diem from cmmg damage (o the bady's major
organs following rauma. In order to determine the safery and e:Tecuveness of this new drug. research
studied 150 wauma victims at 11 trauma centers throughout the United States. In the clinical tnai. some
panents recaived Hul3F20 alony with standand ¢are and some fauents recesved the >tandard case tor
severe injury alone.

Patents were enrolled into the study 1n one of thees ways. First pauents gave their own infarmed consent
u’ they were able. Second. if 2 pauml were unable 10 give consent, then upon arrival 1n the emergency

the hasoueat siaff pied to reach 2 famuly ber, If this was ful, the famuly was
uked 1o provide mformed assent, Third. if 3 family member was not logared withia three hours. the patient
was enrolied under the Food and Drug Admi (FDA) 1 waiving the fzquirement 1o obtasn

* an informed consent. The effort to locare and inform fanuly contnued atter the pauent had been enrolled

into the study under the FDA reg watving the req 10 obtain an informed consent. Use of
the FDA regulanons waiviny the requirement o obain an mrommed consent  this sudy way approved by
the FDA and the Commicter on Invesngations invoiving Human Subjects, which 1s charygzd wit etincal
aversight of patient research at University of Calitormia, 3an Dieyo Medical Center,

Enroilment into this study was completed on January 26. 1999, Across the entire study. [4°% of patients
signed their own conseat, $37% had 3 13mily member provide iformed assent and 13w were entolled with
waver if informed conseat. At Cniversiey of California. San Drego Medicai Center, 14 patients were
enroiled 110 the study from 4 2098 10 1 2699, 1 pauent signed their own consene. 1) had 3 family
member provide informed Jssent 3nd F gatients were enratled wii 2 waiver of informad cunsent.

T this study, the av erage sanent age «was 36 yvear old. males were earolled about w132 35 otten as females,
The majonty of the patients were C 2ue2si3n £53%0,, Jollowed by \inican American ) and uther races
11770 At the Cmiversiee of Calitormia, Sun Dieygo Medieai Cenier the average patiens aye »as 32 years
old. ? mafes and ¢ remales were enroffed. The majorie. of the sauenn were other rages (50 . toilowed by
Caucasian 1437} and Asncan Amertean ™ i,

Prelimnary analy sis of the study 133 been performed. HullF2G sppeared to be sase i the panent
population, A towal of 11 patients 1 7 us dicd 1n the study  The death rate was 10 in patients who recanved
standard ot care 2lone and 675 1 patients who receved Hu23F2G. Although the endpowmnts that the study
was designed to measure 'vere nu Jiferent detwersn the panems "2t recerved standard of care and patients
that received HulIF2G slung with standard of care, thers was 3 stggesuon that thuse Jatieats who regsi e
the highge Jose of HullIF2G had decreased heart 1ad luny faiiure comgared auth those patient who
recerved standard care oniy  Furcher anals ses of the data dre unismay.

Any quesions 3hout s study sitouid Te Jirected to David 8. Hest MD st ioth 20d.adon
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Al2 * Voice & Viewpoint - Thursdav. October 7, 1999

Alpha 2 Omega Presents
"Rivers of Life"

/L

On Saturday, November 6,
1999, Alpha 2 Omega Train-
ing & Retail Center presenes its
First Annual Black Tie Benefit
“Rivers of Life.” This benefit
will be held 3t the Holiday Inn
on the Bay, 1353 N. Harbor
Drive from 6 p.m. 0 10 p.m.
The Pinduana Spint Awards
will be presented to some of
San Diego Community Lead-
ers and Entreprenecurs who are
dedicated and commirted to the
social and ¢conomical devel-
opment and advancement of
our community. All guests at
this beneiit wiil enjoy a fabu-
lous fashion show, buffet. si-
lent auction, DJ services by
Preacherman Production. live
entertainment by Sir Kippy
Marks an improv-o-linist.
Bennie Herron Poct extraordi-
nary. dance production by Fos-
ter-King Dance Collection.
and a special CD Debut by
Norma Handy and much more.

Clothes donated hy Geat
Furs, Tux of Class, Wilsons
Leather, Samuru. {Hite. Rivers

o

International, Georgiou, La
Carlen Apparsis, Ekaabo, De-
signer Swudio. Jojasha {ntermna-
tional, Culturss by Najam, [a-
ternational Male, The Red
Zone, and Fashion Careers
College Top Designers,

General Admission is
$50.00and VIP $100.00 Tick-
ets can be purchased at "It is
Written Bookstore” in Lemon
Grave, Elite Fashions-Down-
town San Diego. and Angelas
Salon in Vista, All funds raised
will benefit Alpha 2 Omega
Training and Retail Center,

Our missior statement is
to provide Juality education
and training 1o unempioyved
and underempioved individu-
als in customer service, retail
and life munagement. chal-
lengtny them 0 hecome so-
cially and 2conomically self-
suilictent.

For more :n’e rmation about
the Event a¢te " 2ar and how
stz and support
~rogram call

UCSD Medical Center
Trauma Study

University of California.
San Diego Medical Center re-
cently participated in a re-
search study to evaluate an in-
vestigational drug that may
help severely injured patients.
The investigational drug being
tested is cailed Hul3F2G
(LuekAsrest ™). The research
study is sponsored by [COS
Corporation (Bothell, Wash-
ington). HU23F2G acts on the
white biood cells and may pre-
vent them from causing dam-
age to the body's major organs
following trauma. [n order to
determine the safety and effec-
tiveness of this new drug, re-
search studied | 30 trauma vic-
tims at 11 wrauma centers
throughout the United States.
In the clinical trial. some pa-
tients received Hul3F2G
along with standard care and
some patients received the
standard care for severe injury
alone.

Patients were enrolled into
the study in ane of three ways.
First, patients gave their own
informed consent if they were
abie. Second. if"a patient were
unable to give consent. then
upon arrival in the emergency
depanment the hospital staff
attempted to reach 1 family
member. [f this was success-
ful. the family was asked to
provide informed assent.
Third. it'a family member was
nat {ocated within thres hours,
the patient was enrolled under

Results

the Food and Drug Adminis-
tration (FDA) regulations
waiving the requirement to
obtain an informed consent.
The effort o locate and inform
family continued after the pa.
tient had been enrolled into the
study under the FDA regula-
tions waiving the requirernent
to obtain an informed consent.
Use of the FDA regulations
waiving the requirement to
obtain an informed consent in
this study was approved by the
FDA and the Committee I[n-
vestigations {nvolving Human
Subjects, which is charged
with ethical oversight of pa-
tient research at University of
Caiifornia. San Diego Medical
Center.

Enroilment into this study
was completed an Jandary 26,
1999. Acrass the entire study,
14% of patients signed their
own consent, 53% had a fam-
ily member provide informed
assent and 33% were enrolled
with waiver if informed con-
sent. At University of Califor-
nia, San Diego Medical Cen-
ter, [4 patients were enrolfed
into the study from +/20/98 to
1726/99. 1 patient signed thetr
own consent, {0 had 2 family
member provide informed as-
senl and J patients were en-
rolled with 3 waiver of in-
formed consent.

In this study, the average
patient age was 36 veur oid.
males were enroiled about

twice as often as females. 7%

majority of the patients wer

Caucasian (58%%), followed b,
African American (23) un..
other races (17%,). At the Unt-
versity of California, San Or-
ego Medical Center the aver-
age patient age was 32 vear:
old, 9 maies and 5 femaies
were enrolled. The majonity o:
the patients were other races
(50%), followed by Caucasiar
{43)) and African Americur
(7%).

Preliminary analysis of the
study has been performed.
Hu23F2G appeared to be saic
in the patient population. A
totat of 11 patients (7%) died
in the study. The death rate was
10% in patients who recerved
standard care alone and 6%51n
patients who received
Hu23F2G. Although the end-
points that the study was de-
signed to measure were no dit-
ferent benwveen the patients that
received standard care and pa-
tients that received Hul3F2G
along with standard sare, there
was 3 suggestion that those
patients who received the
higher dose of Hu23F2G had
decreased heart and lung fail-
ure compared with those pa-
tients who received standard
care only. Further unalyses of
the data are underway,

Any questions about this
study should be Jdirected o
David B. Hoyt. MD at (6
2046400, - w .
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Advertisement ran in the Seattle Post Intelligencer on December 23, 1999.

PAID ADVERTISEMENT

- Trauma Study Results

Harhorview Medical Center recently participated in 4 research study 1o evaluate an investigational drug
that may help severely injured putients. The investigutional drug bemng tested iy called HullF2G
iLeukArrest™) and is available oniy in reseaech wudies. The research sudy is spunsored by ICOS
Corporation t Borhell, Washington), Hu2XFIG acts on the whiwe biood ceils and may prevent them from
causing damage (o the hody's major organs following trauma. In order 10 determine the safety and
etfectiveness of this new drug. reseurchiers studied 150 raumy victims gt 11 trauma centers throughout
the United States. All panents in the study received standard emerzency care for severe injury and some
patienss received Hul3F2G. :

Pauents were enrotled into the study m one of theee ways. Pagenrs gave their own informed consent if

they were able. {f 2 patient was unabie 10 gtve consent. upon arrival in the cmergency depastment, the

hospral siaff attempred o reach 3 fanuly member, I dus was uccessiul, the family was asked 10

provide informed consent. If a furoiy member was aot located witlun thres hours, the putient was

earolled under the Food und Drug Administratton (FDA) regulations waiviag the réquirement © obtaia

an informed consent. The effort 10 lacate and inform family continued after the patient hud hegn enrolled

in the study. Use of the FDA regulatons waiving the fquirement o obtain an intormed consens in this -
study was approved by the FDA and the Human Subjects Review Commuuee. University of Washington,

which is charged with ethical oversight of patient rescarch at Harborview Medical Center.

Earoliment of all 150 trauma patients was complated on January 26, 1999, Ar Harborview Medical

- Center. 32 putients were enrolled into the study from Y398 to 1/1/99. No patients sivaed their own
consent. 16 had 2 family member provide intfurmed consent and 16 patients were enrolled with a
waiver of informed consent.

In this study. the average patient 3ge was 36 vears old; males were enrolled abuet twice 25 often av
temales. The majority of the patients were Caucavan (537 ), followed by Aftican \muerican (237 and
other races (17%), At Hurbarview Medical Center the avernge patient age was 33 vears old, 13 males
and 10 females were enrolled. The majonty of the patients enrotled were Caucasian 1 7277), follomed by
Alrican Amencan (167%) and other zaces (1577 ),

Preliminary analysis of the study has been performed, HullF2G appeared 10 be safe in this patient
population, A total ot L1 panenrs (77 ) died in the siudy. The death rate was 107 in the putients who
received standard vare alone and 6% i putients who received Hu2lF2G in addition o standard care. The
vutcumes measured 1 the study concluded no ditference hetween patients who received standard care
and those who received HUZIF2G wath vandard care. However, closer snamination of the daa revesled
shat e patents who receved the higner dose of Hul3F20 had Jdecreased Denrt and luny taiure
compured with those pattents wiw cecdived the ower dise of Hu2F2G or sandard care ondy. Fusther
amalyses of the diva are underway.

Aay questions about this study should e dicected o Nicholas Vedder, MD at 206-73{-3174,
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Advertisement ran in the Seattle Times on December 23, 1999.

PALD ADVERTISEMENT

Trauma Study Results

Hurburview Medical Center recenddy participated in a research study 10 evaluuate an investigational drug
that may help severely injured patients, The investigational drug being tested is called Hu23F2G
tLeukArrest™) and is available only in research studies. The research swdy is sponsared by ICOS
Corporation { Bothell, Washington ). Hu23F2G acts on the white bluod cells and may prevent them from
causing Jumage (o the body's major organs following trauma. In order 10 determine the safety and
cifectiveness of this new druy, researchers studied 150 trauma vicums at 11 trauma centers throughout ‘
the United States. All patients in the study received stundard emergency care for severe injery and some i
patients received Hul3F2G. ‘

Patients were enroiled into the study in one of three ways, Patients gave their own informed consent if
they were able. {F u patient was unabie t0 give consent. upon arrival i the emerzency department, the
hospttal statf attempted to reach a family member. [f this was successtul. the family was asked to
provide informed consent. If a family member was not located within three hours, the patient was
enrotled under the Food and Drug Administration (FDA) regulations waiving the requirement to obtain
an informed cansent, The =1fort o locate and inform family continued afier the patient had been enroiled
m the study. Use of the FDA regulations watviag the requirement o obtain an informed consent in this
study was approved by the FDA and the Human Subjects Review Committee, University of Washingron,
which is charged with ethical oversight of patient research ac Harborview Medical Center.

Enrolinment of all 150 wrauma parients was completed on January 26, [999. At Harborview Medical
Center, 32 patieats were <nrolled into the study fromt 2/3/98 to [/1799. No pauents signed their own
consent, 16 had 3 family member provide informed consent and 16 patients were snrolled with 2 -
wagver of informed consent.

In this ~tudy, the average patient age was 36 years old: males were enrofled about twice as often as
females, The majonity of the patients wene Caucasian (53, followed by African American (25%) and
other taces ¢ {7%), At Hurborview Medical Center the average patient age was 35 years oid. 22 maies
and 10 fremales were earolled. The majority of the patients earolled were Caucasian (72%), followed by
Afncan Amernican (16%) and other races (155 ).

Pratiminary analysis of the study has been performed. HullFIG appeared to be safe in this patient
population, .\ total of 11 patients (77) died in the study. The death rate was 10% in the patients who
recerved sandard care slone and 657 in patients who recerved Hul3F2G in addition o standard care. The
vutcomes measured in the study concluded no Jitference between patiemts who received standard care
and those who recetved HulIFIG with standard care. However, closer examination of the data reveated
that the pauenrs who received the higher dose of Hul3FIG had decreased heart and lung failure
compured with those patients who received the lower Jdose of Hul3FIG or standard care only. Further
analyses of the Juta are underway.

Any questtons shout this study should be directed to Nictiolas Vedder, MD at 206-731-3174.
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September 25 - 29, 1999

300

.- Mr. Richard Holden, Assistant Superinlendan), Operalions

Public Notice

Public Notice

ADVERTISEMENT TO BIDDERS .

Blds will ba yecelved by the Shalby County Schools of Education
fot Emergancy Asbestos Abatemant for All Sheiby County
Schaols, Sheiby County, Tennesses. . -

The amount, locatlon and type of work to be performed are not
known at this time, It Is possibla that the work may Includg, bul
I8 not limlted to, the abatemant of the following llems: TSI, f"”
lagging and litilng Insulatlon, flreprooting, s :an applied
acoustical celling, metal lath and plasler walls asd celling, tioor-
Ing materials, mastics, window glazlng. sr’Qeu?pl{/mudllapa.
window pulty, celiing tite, conlaminated soil, footind malarials,
camentltious asbastos materials, lioosdiles-aré mastic,
covebase and maslics, ’ U Y LTS

Bids shall be enclosed In a sealed anvelope and addressad 1o

Division, Sheiby Counly Schools, 7661 Winchester Road,
Memphis, Teanesses, 38125; and marked *Bid lor Emergancy
Asbaslos Abatemant Far All Shelby County Schools,” The nama
“address and telephone and fax numbers of the Bldder, their §
licanse number and axpiration date, insurance caler, Insured |
amount and Insurance explration date must alsg be placed on

the outside of the envelope contalning the bld.

.ﬁlds wiltbe racalvad unlil 2:00 p.m. an M'onda-y. Octdbet 18,4
1899, at the offlce of the Shalby County Schools Malntenance |

38125, and immadiately thereafter all bids will be publicly
opene& 8nd read aloud. The bld apening time shall be estab-

bldders of ihe outcamd of sdiactjon by 1ax of lelephpna atler

Owner has applisd the unlt casts to the mock r_n:}ectgs_) and
| teviewad the Contractor's Information as required In Section.
00100, Instructions To Bldders. The selecliqn pracass Is anticl-
" patad 1o lake no less than thres (3) weeks. e e

Al Informatlon relaling to & bid shall be contalned within the
-Bldder's sealed envelope, and the officar In charge of bidding
-shall not conslder blddln% Intormation appearing outside the

envelopa contalning saidbid. ~ . - - . .

Contract dochmem may be _exémlried ai thadoliowng io'cailons:'

1. Pickering Environmental Consultants, Inc.; 1750
+Madison Avenus, Sulte 500, Memphia‘ Ta?pezége,:.aqwl
. L3t ‘.'.'~:~“ KT .

2. F.W.Dodge Plan Room, 5865 mugéway,cﬁ

. Memphis, Tennesseg, 38120. . ,uses ARG -
C ) . ‘ - :1“ o, 3 & AR °
3., Bullder's Exchange Plan Room;647; ul'Gooper, |

-« Memphis, Tennesses, BI04 g el
. . : I . . -" gt . RN
‘4. Mamphis Area Minorlty Contractor's Aigo’é’lqllon.'t 180
. Walker, Memphls, Tennesses, 38107. o
8. Uniform Cortification Agency, 4111 Wast Park Loop,
- Buliding 48, Unlversity of Memphis, South Campus,
.~ Memphis, Tenpe.?sea._aslli.- - .

- Complete sets of Contract Documents may be obtalned for no

Ospartment, 7681 Winchester Road, Mamphls, Tennesses, L}

lished b, the timeplaca of jhe Designaruthere will be no natill: |}

cation of selection a{ el'“e'ol a Nd-9ne ggng. The Oonteaiibsede]

Is not requlred to glipd thissmestlipRYha Owner willyo ]
Jhe

't ceived Hu23F2

'} the study

charge at the office of the Designer after Septambar 6, 1999,

Trauma Study Results

The University of Tennes--
see-Memphis recently pariici-
pated in a research study lo
evaluate an investigational

.drug that may hel(])_ severely

injured patients. The study -
was conducted at The Re-
gional Medical Center al
Memphis' (The MED) Elvis
Presley Memorial Trauma-
Center. The investigational
drug being tested is called
Hu23F2G (LeukArrest). The
research sludy is sponsored
by ICOS Corporation
(Bothell, -Washington).
Hu23F2G acts on the white.
blood cells and may prevent:

them from causing damage 10 }:
the body's major organs fol- <

}f;was;apﬁrqyad. by .the FD

formed assent. *Third, if a patient age was 36-years-old,
tamily member was not lo- males were enrolled about
cated within three hours, tha' twice as often as females.
" patient was enrolled under The majority of-the patients
the Food and Drug Adminis- were Caucasian (58%), fol-
tration (FDA) regulations’.. lowed by Alrican American.
waiving’ the requirement 5%) and otherraces
obtain an informed ‘consent® At Universl rgsses<”
The efforttolocate and inform  Memphis the average patient
family continued afterthe pa- age was 36 years old, 20
fient had been enrolled Into males and 6 females were en<
the study under the FDA rolled. The majority of the pa-
regulations walving the re-- tients were African-Amarican
quirement to obtain’an in-  (61%), followed by Caucasian
formed consent, " Use of the: (35%) and other races (4%).
FDA regulations waiving the - * - Preliminary analysls.of the

a7

< requirement to obtain an.in- :. study:has been performed.

~formed consent in this s(udx'." Hu23F2G apFeared to be
', safa In this patient population-

A total of 11 patients (7%) .

~and the University of Tennes-_

lowing trauma. In order to da{i¥¥da Memphls Istitutional’: digd It the sludy.‘-;-T hé'death.

tarmind thé safety and'effgg

tivenass of this new diyg, g@ﬂ
0'.

searchers - studied ., 1
trauma victims at 11 trauma

‘} centers throughout ths United
“States, including The MED'’s
'} Trauma Center.” In the ¢lini- -
atlents re- - -

cal trial, some _
along with
standard care and some pa-

| tients received the standard:

cara for severe injury alone.

Patients were enrolled into
in one of three
ways. First, patients gave

their own informed consent f -
 they were able. Second, ifa
patlent was unable to give

consent, then upon arrival in

the emergencn department
the hospital stalf attempted to

reach a family member. - If this *

was successful, the family

‘was asked lo ‘provide In-

A

s 'sﬂ view ‘Board,. which Is vrrate wag 10%/j]
Lt ' N s

s_ité of Tennessea-Memphis.

" phis, 26 patlents were en-

. patients who

dharhed wittisthical oversight' . received's i
of patient research at Univer- - alone and 6% In patients who

nroliment into this study - the polnts that the study was
was completed on January designed to measure were no
26, 1999, Across the entire difierent between the palients
study, 14% of patients signed .. that recelved standard of care*
" their own consent, 53% had ":and the patients that received
a family member provide.in- - -Hu23F2G along with standard
formed assent and 33% were . of care, thera was a sugges-
enrolled with waiver of In- , tion that those patients who
formed consent. At the Unl- ‘. received the higher dose of
versity of Tennesses-Mem- Hu23F2G had decreased
heart and lung fallure com-

rolled Into the study from 6/ :pared.with those patients who .

.18/98°10 1/24/99.- Fourteen - -recelved.standard care only.

patients signed thelr own con- - Further analyses of the data

* sent, 11 had a family mem-' - are underway. - .

" ber provide Informed assent Any questlons about this
and.1 patient was enrolled ;" study should be directed lo
with a waiver of informed con- ~ Timothy Fablan, MD at 901-
sent. ' ) . 448-5914. - A :
In this study, the average . ‘

ard Qf care:}

received HU23F2G. Although |




vy @

THE COMMERCIAL APPE

. Public Notica

Public Notice

MEMPHIS, MONDAY, OCTOBER 4, 1999
l .. . .

‘Trauma Sfudy Results

, The University of Tennes-
see-Memphis recently partici-
pated in a research study to

_evaluate an investigational

drug that may help severely
injured patients. The study
was conducted at The Re-

gional Medical Center at.
Memphis' (The MED) Elivis -
. Presley Memorial Trauma

Center. The investigational

drug bein?Ltested is called |

Hu23F2G (LeukArrest). The

research study is sponsored.
.bg &GOS
(Bothell, -

Corporation
Washington).
Hu23F2G acts on the white

blood ceils and may prevent-

them from causing damage to
the body’s major organs fol-
lowing trauma. in orderto de-
termine the safety and effec-

tiveness of this new drug, re- -

searchers studied 150
trauma victims at 11 trauma

centers throughout the United - -

States, including The MED's
Trauma Center. In the clini-
cal trial, some patients re-
ceived Hu23F2G along with
standard care and some pa-
tients received the standard
care for severe injury alone:

Patients were enroiled into
the study in one of three
ways. First, patients gave
their own informed consent if
they were able. Second, if a
patient was unable to give
consent, then upon arrival in
the emergency department

the hospital staif atternpted to.

reach a family member. If this
was successful, the family
was asked to provide in-

formed assent. Third, if a
family member was not lo-
‘cated within three hours, the
patient was enrolled under
the.Food and Drug Adminis-
tration (FDA) regulations
waiving the requirement to
obtain an informed consent.
The effort to locate and inform
family continued after the pa-
tient had been enrolled into
the study under the FDA

regulations waiving the re-.

quirement to obtain an in-
formed consent. Use of the
FDA regulations waiving the
requirement to obtain an in-
formed consent in this study
was approved by the FDA
and the University of Tennes-
see-Memphis Institutional
Review Board, which is
charged with ethical oversight
of patient research at Univer-
sity of Tennessee-Memphis.

Enroliment into this ‘study
was completed on January
26, 1999. Across the entire
study, 14% of patients signed
their own consent, 53% had
a family member provide in-
formed assent and 33% were
enrolled with waiver of in-
formed consent. At the Uni-
versity of Tennessee-Mem-
phis, 26 patients were en-
rolled into the study from &/
18/98 to. 1/24/99. Fourteen
patients signed their own con-

sent, 11 had a family mem--
- ber provide informed assent

and 1 patient was enrolled
with a waiver of informed con-
sent. .

In this study, the average

patient age was 38-years-old,
males were enrolled about

twice as often as females.

The majority of the patients
were -Caucasian (58%), fol-
lowed by African American
(25%) and other races (17%).
At University of Tennessee-
Memphis the average patient
age was 36 years old, 20
males and 6 females were en-
rolled. The majority of the pa-
tients were African-American
?51 %;, followed by Caucasian

35%) and other races (4%;).

. Preliminary analysis of the
study has been performed.
Hu23F2G appeared to be
safe in this patient population
A total of 11 patients (7%)
died in the study. The death
rate was 10% in patients who
received standard of care
alone and 6% in patients who
received Hu23F2G. Although
the points that the study was
designed tc measure were no
different between the patients
that received standard of care
and the patients that received
Hu23F2G along with standard
of care, there was a sugges-
tion that those patients who
received the higher dose of
Hu23F2G had decreased
heart and lung failure com-
pared with those patients who
received standard care only.

Further analyses of the data

are underway. .
Any questions about this
study should be directed to
Timothy Fabian, MD at 901-
448-5914. '

edjoN aland .
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Advertisement ran in the Star Tribune on November 29, 1999.

Trauma Study Results

pm(nmtyl\o&dmmr participated in a research study to svaiuate an

gational saver puhents. The mveshgcnond
hmgtmadumﬂuZS n‘X') edbyfgz
(orpomtwnm & Washngtdmgml }:;.23&«::: on ﬂn Mn?{? nod aﬂs and ml:y agi:
yent coasing e {0 § major orgms lo frouma.
fo determine the sufety md effectiveness of i':; new drug, res studied 150 |
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ird, i ithin thres hours, the patient was

requirement i regui
requirement 1o obtoin an imlormed conseat in tés study s mm
the Human S&j«ts R:!sewdt Committee l:ﬁcbssdmgedw o:thxux

Earcllment it ted on J 26, 1999. Across th etmn

7 tgepb ki 'w"m?'ﬁm,m,m e miod
dﬁ%wmmdhdwnimudnimdmsm

ledid wuemuﬂedmtothoshdyfmn]ﬂ 9810i/'l /9

cnnsem, 12 had member pr
ufmh ﬁlﬂlﬁs were qh:ﬂywmer of mfomod mastut.

fn this mdy, the 5 males elroled aheut
B R T T ) D
e B Sk e R
m wers Cnm 57%), fnﬂowed I:y African Americm {30%)
othar roces 3%

Pre&mnaymdys: of the study has been performed. Hu pmedtb af
e 4 sU%)&edmihousgudy. T doath et

wusw'/om ients wio received standard of core alone mdb‘/-m who
received Hu23F2G. Mﬂmj: the s that the destgnes?mm
were no different he pati rocuved st of awe and the
that received HI23F26 don_g with stoandard of cors, thers was a suggestion that
patieats wha raceived the higher dose of Hu23F2G ﬁod decreased heart and lung fnﬂm
coarpared with those patients who received standord care enly. Forther analyses of the
data are underway.

Any qnsnmdmnﬂusstudy shocld be diracted to Michae! A. West, MD af:

(612) 347-2810
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Advertisement ran in the Plain Dealer, Monday, September 27, 1999,

\l
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Trauma Stddy Results Reported

i MetroHealth Medical Center recently participated in a research study to evaluate an mvesnganonal drug

HuZ3F2G acts on the white blood cells and may prevent them from causing damage to the body’s major

organs following trauma. In order to determine the safety and effectiveness of this new drug, researchers -
studied 150 trauma victims at 11 trauma centers throughout the United States. In the clinical trial, some **
»» . patients received Hu23F2G along with stnndard care and some patients recexved the standard care for-- ‘

severe injury alone.

Patients were enrolled into the study‘in one of three ways. First, patients gave theit own informed consent
- if they were able. Second, if a patient was unable to give consent, then upon arrival in the emergency
department the hospital staff attempted to reach a family member. If this was successful, the family was .-

" asked to provide informed assent. Third, if a family member was not located within three hours, the

patient was enrolled under the Food and Drug Administration (FDA) regulations waiving the.
. requirement to obtain an informed consent. The effort to locate and inform family continued after the

patient had been enrolled into the study under the FDA regulations waiving the requirement to obtain

an informed consent. Use of the FDA regulations waiving the requirement to obtain an informed consent -

in this study was approved by the FDA and the MetroHealth Medical Center IRB, which is charged with
ethical oversight of patient research at MetroHealth Medical Center.

Enrollment into this study was completed on January 26, 1999. Across.the entire study, 14 percent of

patients signed their own consent, 53 percent had a family member provide informed assent and 33
percent were enrolled with waiver of informed consent. At MetroHealth Medical Center, 2 parients were
enrolled into the study from October 15, 1998 to December 7, 1998. One patient signed his own consent,

one patient had a family member provide informed assent, and no patients were enrolled with a waiver

of informed consent.

[n this study, the average patient age was 36 years old, and males were enrolled about rwice as often
as females. The majority of the patients were Caucasian (58 percent), followed by African
American (25 percent) and other races (17 percent). At MetroHealth Medical Center, the average
patient age was 60 years old, one male and one female were enrolled and 100 percent (both) of the
patients were Caucasian.

Preliminary analysis of the study has been performed. Hu23F2G appeared to be safe in this patient
population. A total of 11 patients (7 percent) died in the study. The death rate was 10 percent in patients
who received standard care alone and 6 percent in patients who received Hu23F2G. Although the
endpoints that the study were designed to measure were no different between the patients that received
standard care and the patients that received Hu23F2G along with standard care, there was a suggestion
that those patients who received the higher dose of HuZ3F2G had decreased heart and lung failure
compared with those patients who received standard care only. Further analyses of the data are underway.

Any questions about this study should be directed to Mark Malangoni, M.D., clmxca[ chairperson,
Department of Surgery, at (216)778-8324.

MetroHealth Medical Center l
2500 MetroHealth Drive ‘
Cleveland, Ohio 44109-1998

g

that may help severely injured patients. The investigational drug being tested is called HuZ3F2G. "
177 (LeukArrestTM). The research study is sponsored by ICOS Corporation, locared in Bothell; Washingron.”.
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September 28, 1999 - Nuevos Horizontes Weekly Newspaper - Cleveland, Ohio - Page 7

Reporte det Resuitados de! Estudio de Trauma

Metro Health Medical Center recientemente participé en un estudio de investigacion para
evaluar una droga que estaba siendo investigada que puede ayudar a pacientes severamerite
heridos. La droga investigada que esta siendo probada es llamada Hu23F2G (LeukArrestTM).
El estudio de investigacion estd patrocinado por ICOS Corporation, localizada en Botheli,
Washington. Hu23F2G actda en las células blancas de la. sangre y puede prevenir el que estas
causen dafio a los 6rganos mayores del cuerpo después de un trauma. En orden para determinar
la seguridad y la efectividad de esta nueva droga, los estudiosos estudiaron a 150 victimas en
t1 centros de trauma a través de los Estados Unidos. En e! proceso clinico, algunos pacientes
recibieron Hu23F2G junto con el cuidado rutinario y algunos pacientes recibieron el cuidado
rutinario para heridas severas solamente,

Los pacientes fueron enrolados en el estudio en una de tres formas. Primero, los pacientés
dieron su consentimiento informando si estaban dispuestos. Segundo, si un paciente no estaba
dispuesto a dar su consentimiento, entonces al arribar al departamento de emergencia el
personal del hospital intentaria alcanzar a un miembro de la familia. Si esto fue posible, se le
preguntd a la familia el proveer un consentimiento informar. Tercero, si un miembro de la
familia no fue localizado dentro de tres horas, el paciente fue enrolado bajo las regulaciones de
la ~-Food and Drug Administration- (FDA) levantando el requerimiento de obtener un consenti-
miento informado. E! esfuerzo de localizar ¢ informar a la famiilia contintio después de que el
paciente fue enrolado en ef estudio bajo las regulaciones da 12 FDA levantanda el requerimien-
to de consentimiento. El uso de las regulaciones de la FDA para levantar el requerimiento para
obtener un consentimiento informado en este estudio fue aprobado por la FDA y el
MetroHeaith Medical Center IRB, ¢l cual estd a cargo de sobre ver la ética de los estudios en
los pacientes en i MetroHealth Medical Center, : '

El enrolamiento de este estudio fue compietado ¢l 26 de enero de 1999. A través de todo el
estudio, 14 por ciento de los pacientes firmaron su propio consentimiento, 53 por ciento tuvie-

-ron a un miembro de la familia para provesr el consentimiento informado y 33 por ciento fue-

ron enrolados con levantamientos de consentimientos informados. En MetroHealth Medical
Center, 2 pacientes fueron enrolados en el estudio del 15 de octubre de 1998 a el 7 de
diciembre de 1998. Un paciente firmd su propic consentimients, un paciente tuvo a un
miembro de la familia que proveyd el consentimiento informado, y ningin paciente fue
enrolado con un levantamiento de consentimiento informado. )

En este estudio, el paciente promedio fue de 36 afios de dad, y los varones fueron enrolados
como dos veces mas que las mujeres. La mayoria de los pacientes fueron blancos {58 por
ciento), seguidos por los Afro Americanos (25 por ciento) y otras razas (17 por ciento). En
MetroHealth Medical Center, la edad promedio de! paciente fue de 60 aios, uno varén y uno
mujer fueron enrolados, y ambos pacientes eran blancos,

Ei andlisis preliminar del estudio ha sido hecho. Hu23F2G aparece como seguro en esta
poblacién de pacientes. Un total de 11 pacientes (7 por ciento) murieron en el estudio. La 1aza
de muerte fue de un 10 por ciento en pacientes que solo recibieron el cuidado rutinario y de 6

‘por ciento en pacientes que recibieron Hu23F2G. Aunque los puntos finales para los que el

estudio (ue disefiado 2 medir no fueron diferentes entre los pacientes que recibieron cuidado
rutinario y los pacientes que recibieron Hu23F2G junto con los cuidados rutinarios, hubo una
sugerencia de que esos pacientes que recibieron Hu23F2G habian disminuido fallas del corazon
y los puimones comparados con aquellos pacieates que recibieron cuidado rutinario solamente.
Analisis futuros de la data estin de camino.

Cualquier pregunta acerca de este estudio puede ser dirigida a Mark Malangoni, M.D.,
presidente clinico, Depantamento de Cirugia, al (216) 778-8324.

[
——

MetroHealth Medical Center
. 2500 MertroHealth Drive
Cleveland, Ohio 44109-1998
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Advertisement ran in the Rocky Mountain News on Tuesday, November 9, 1999.

B

Trauma Study Resuits :
Denver Health Medical Canter recently participated in a research study to evaluate an investigational drug that ‘
may help severely injured patients. The investigational drug being tested is call Hu23F2G (LeukArrest™). The i
research study is sponsared by ICOS Carporation (Bothell, Washington). Hu23F2g acts on the white blood
cells and may prevent them from causing damage to the body's major organs following trauma. in order to
determine the safety and effectiveness of this new drug, researchers studied 150 trauma victims at 11 trauma
centers throughout the United States. In the clinical trial, some patients received Hu23F2G along with
standard care and some patients received the standard care for severe injury alcne.

Patients were enrolled into the study in one cf three ways. First, patients gave their own informed consent if .
they were able. Second, if a patient were unable to give consent, then upon arrival.in the emergency
department the hospital staff attempted to reach a family member. If this was successful, the family was askad
to provide informed assent. Third, if a family member was not located within three hours, the patient was
enrolled under the Food and Drug Administration (FDA) regulations waiving the requirement to cbtain an
informed consent. The effort to locate and inform family continued after the patient had been enroiled into the
study under the FDA regulations waiving the requirement to obtain an informed consent. Use of the FDA
regulations waiving the requirement to obtain an informed consent in this study was approved by the FDA and
the Colorado Multiple IRB, which is charged with ethical oversight of patient research at Denver Health
Medical Center.

Enroliment ints this study was complete on January 25, 1998. Across the entire study, 14% of patients signed
their own consent, 53% had a family member provide informed assent and 33% were enrolled with waiver of
informed consent. At Denver Health Medical Center, 4 patients were enrolled into the study from 10/21/98 to
12/14/98. No patients signed their own consent, 4 had a family member provide informed assent, and no
patients were enrolled with a waiver of informed consent.

In this study, the average patient age was 35 years cld, males were enrolled about twice as often as females.
The majority of the patients were Caucasian (58%), followed by African American (25%) and other races
(17%). At Denver Health Medical Center the average patient age was 24 years old, 3 males and 1 female were
enrolled. The majority of the patients were-Caucasian {75%), followed by ather races (25%).

Preliminary analysis of the study has been performed. Hu23F2G appeared to be safe in this patient
population. A total of 11 patients (7%) died in the study. The death rate was 10% in patients who received
standard of care alone and 6% in patients who received HuZ3F2G. Although the endpoints that the study was
designed to measure were no different between the patients that received standard of care and the patients
that received Hu23F2G along with standard of care, there was a suggestion that those patients who received
the higher dose of Hu23F2G had decreased heart and lung failure compared with those patients who received
 standard care only. Further analyses of the data are underway. ‘ T

Z__nx guestigns,ahout thi§ stady stiould be girectigqq_t{_;ﬁgg‘gs‘t E. Moore, MD at.(303) 436-6558. -~ . .. . .- -
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Advertisement ran in the Denver Post on Wednesday, October 27, 1999.

| an informed consent in this
-1 study was appraved by the

t tiole IRE, which is charQed

Frauwna Study Resulls

Oenver Health Medical
Center recently porticipat-
ed ity g reseorch study ta
evaluate an Investlgotion
Jdrug thut mov help severe-

[ty iniured palients. The in-
1} vestigational drug being.

tested is called HU2IF2G
(LeukArrest). The re-
search study |s sponsored
by ICOS Cosporailon {Buth-
«il, Washington)., HU23F2G
acts on the white bloed
Ceits und may pievent
themn from causing dum-
aye 1o the body's malor or-
guns f{allowing trauma. in
order to determine the
satety and effectiveness of
this new drug, researchers
studied 150 trauma victims
at 11 trouma cenlers
throughout the United
States. In the clinical lriol,
some potients received
HU23IFG atong with stan-
dard care and soie po-
lients received the stan-
dord care for severe Injury
alone,

Putients were enrolled into
the study in one of itvee
ways. First, patients gave
their own informed con-
sent it they were cuie, Sec-
ond, It a outient were un-
able o give consent, then
upoin arrival in the emer-
wency departmgn? the hos-
pitat statt attempted to
reuch a tamily memoer. if
this wus successful, the
family was asked 1o pro-
vide Iiantarmed assent.
Thirg, it a famiiv member
was not located within
thr ee hours, the patient
waus enrotied under the
Food ond Orug Adminis-
tration {(FDA) reguiations
waiving the requirement
to obtain an informed con-
sent. The effort to locote
and intorm family contin-!
ued after the patient haod-
been enrolled into the
study under the FDA regu--
iations waiving the re-
auirement to obtain an in-
tormed consent, Use of the
FDA reguialions waiving
the requirement to obtoin

FDA and the Colorado Mul-

with ethical oversight ot
potient research of Oenver
Health Medicul Center.

Enrollment into this study
was campleled on Januory
26, 1999. Across the cnilire
study, 4% of potienis
signed their own coasent,
53% had a tarmiy member
provide intoermed assent
ana l3% were enrolled
with wolver of informed
consent. At Denver Heailh
Medicul Center, 4 patlents
wure enrolied into the
sjudy from 10/21/98 to
12/14/98, Na patients sion-
ed their own consent, 4 had
Q tumily member provide
informed ussent, and na
putients were enralled
with a walver of Informed
cansent,

in this study, the average
patient age was 36 veurs
oid, mutes were enroiled
about Iwice as often as fe-

mutes. The malocity of the
patienls were Caucasian
(58%), tollowed by Africon
American (25%) and other
races (17%). At Denver
Healith Medicol Center the
average patient age was 24
veurs otd, 3 males ang 1
termule wer e enrolled. The
mujorily of the polients
were Cuucasian (75%), tol-
iowed by other races

(25%%).

Pretiminary analysis of the
study hus been performed.
HU23F2G apoeared fo be
sate in this patlent popuia-
tion. A tatal ot 11 patlents
{7%) died in the study. The
geoth rate was 10%% in pa-
tHents wtio recelved sian-
dord of core alone ond 6%
in patienis who received
Hu23F 2G. Altltough the
endpoinis that the study
wus designed to meusure
were no different between
the patients thal received
standaord of core and the

‘|patients Mhat received
HUZIF2G along with stan-:
.juord of care, there was a

suggestion that those pa-

‘tlents who received the

higher unsa of Hu2lIF2G
hod decreased heort und
ung fallure compared with
those potients who re-
ceived standard care onily.
Furiher analyses of the da-
ta ore underway.

Any questions cbout this
study shoutd be directed 1o
Ernest £, Moore, MD at
{303) 136-6558,
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Advertisement ran in the VUMC Reporter on October 22, 1999.

Study of new drug to

treat injured concluded

Vanderbilt University Medical
Center recently participated in a
research study to evaluate
Hu23F2G, an investigational drug
that may help severely injured
patients. The drug acts on the
white blood cells and may pre-
vent them from causing damage
to the body’s major organs follow-
ing trauma.

In order to determine the safe-
ty and effectiveness of this new
drug, researchers studied 150
auma victims at 11 rauma cen-
ters throughout the United States.
In the clinical trial, some patients

received Hu23F2G along with

standard care and some patients
received only the standard care
for the severe injury.

Patients were enrolled into the
study in one of three ways:

* patients gave their own
informed consent if they were
able;

* if a patient was unable to
give consent, on arrival in the
Emergency Department, hospital
staff attempted to reach a family
member, and, if successful, the
family was asked to provide
informed consent;

* if a family member was not
located within three hours, the

" patient was enrolled under the

FDA regulations waiving the
requirement to obtain informed
consent.

Efforts to locate and inform
family continued after the patient
had been enroiled into the study
under the FDA reguiations waiv-
ing the requirement to obtain an
informed consent. Use of the FDA
regulations waiving the require-
ment to obtain an informed con-
sent in this study was approved

by the FDA and VUMCSs
Institutional Review Board, which
is charged with ethical oversight
of patient research at the medical
center.

Enrollment into the study was
completed in late January. At
VUMC eight patients were
enrolled into the study. None of
the patients signed their own con-
sent, all eight had a family mem-
ber provide informed assent, and
no patients were enrolled with a
waiver of consent.

Nationally, 14 percent of
patients signed their own consent,
53 percent had a family member
provide informed consent and 33
percent were enrolled with waiv-
er of informed consent.

Preliminary analysis of the
study has been performed and
Hu23F2G appeared to be safe in
this patient population. A total of
11 patients nationwide, or 7 per-
cent, died. The death rate was 10
percent in patients who received
standard of care alone and 6 per-
cent in patients who received
Hu23F2C.

Although the endpoints that
the study was designed to mea-
sure were no different between
the patients who received stan-
dard of care and those who
received the investigational drug
along with standard of care, there
was a suggestion that those
patients who received the higher
dose of Hu23F2G had decreased
heart and lung failure compared
with those patients who received
standard care only. Further analy-
ses of the data are under way.

Any questions about this study
should be directed to Dr. John
Morris at 936-0175. M
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PO YOU USE
AN INHALER?.

National Medical Marketing
Research firm located in Nashville is
conducting a study among users of

- (1 Vi o
inhalers such as Primatene Mist,
Bonkaid and Epinephrine.

THE TENNESSEAN
NASHVILLE INTERNATIONAL

AUTO & TRUCK SHOW

Nashville Convention Ceanter

Study consists of a 30-minute -
telephone interview. If qualified
you will be PAID for your

For more information,visit our Web site at  ricizaion Iniaiions imite,
www.i’ennessean,com and mention this ad.
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. Trauma Study Results
Vanderbilt University Medical Center recently participated in a research study to evaluate an investiga-
tional drug that may heip severely injured patients. The investigational drug being tested is cafled
Hu23F2G (LeukArrest™). The research study is sponsored by ICOS Comoaration (Bathail, Washington).
Hu23F2G acts on white blood cells and may prevent them from causing damage to the body's major
organs following trauma. in order to determine the safety and effectiveness of this new drug, researchers
studied 150 trauma victims at 11 trauma centers throughout the United States. in the clinical trial, some
patients received Hu23F2G along with standard care and some patients received the standard care for
severs injury alone. »

Patients wers enrciled into the study in one of three ways. First, patients gave their own informed conseant
if they were able. Second, if a patient were unable to give consent, then upon arrival in the emergency
department the hospital staff attempted to reach a family member. If this was successiul, the family was
asked to provide informed assent. Third, if a family member was not located within three hours, the patient
was enralled under the Food and Drug Administration (FDA) regulations waiving the requirement to obtain
an informed consent. The effort to locate and inform family continued after the patient had been enralled
inta the study under the FDA regulations waiving the requirement to obtain an informed consent. Usa of
the FDA reqgulations waiving the requirement to obtain an informed consent in this study was approved by
the FDA and the Vanderbilt University IRB, which is charged with ethical oversight of patient research at
Vandertiit University Medicai Center. . :

Enrofiment into this study was completed on January 26, 1999. Across the entire study, 14% of patients
signed their own consent, 53% had a family member provide informed assent and 33% were enrolled with
waiver of informed consent. At Vanderbilt University Medical Center, 8 patients were enroiled into the
study from 12/19/98 to 1/25/99. No patients signed their awn consent, 8 had a family member provide
informed assent, and no patients were enrolled with a waiver of informed cansent,

In this study, the average patient age was 36 years old, males wera enrolled about twice as often as
temales. The majority of the patients were Caucasian (58%), followed by African Amaerican (25%) and
other races (17%). At Vanderbilt University Medical-Center the average patient age was 33 years oid, 7
males and 1 femnale were enrolled. The majority of the patients were Caucasian (75%), followed by African
American {25%).

Preliminary analysis of the study has been parformed. Hu23F2G appeared 1o be safe in this patient pop-
ulation. A total of 11 patients (7%) died in the study. The death rate was 10% in patients who received
standard of care alone and 6% in patients who received Hu23F2G. Although the endpoints that the study
was designed to measura were no diffarant between the patients that received standard. of care and the
patients that racsived Hu23F2G along with standard of care, there was a suggestion that those patients
who recsived the higher dose of HU23F2G had decreased heart and lung failure compared with those
patients who received standard care only. Further analyses of the data are underway.

Any questions about this study shauld ba directed to John marris, MD at 6§15-936-0175
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VUMC testing new drug
to fight hemorrhagic shock

. by John Howser the Elat‘szy’ s wivhxts blt;od cellls. I
- - - - ‘We already have clinica
c V::;derg}it. qm"erfs‘_?' Medical experience looking at the inflam-
enter's Division of 11auma IS maiory response process with Advertisement ran in the VUMC Reporter
studying a new investigational ,norher  drug  similar  to s
drug designed to combat hemor- 15,9959 % said Dr John A
rhagic shock. Morris- I’r Directo'r of thé
12"; d'rug, HuZBfZG, will b Division of Trauma, and the
tested in approximately 150 gn.qy/s principal investigator.
patients at 12 medical centers wwhays new for us is that we
around the country in a waiver- 1 ba studying this drug poten-
of-;:onsent study. tially under waiver of comsent
n cases of severe .b1°°_d_ 1058 and that will allow us to get the
anc% shock after major injury, drug to more individuals than in
patients have about a 25 percent prior studies.”
to 50 percent chance of dying Hu23F2C is a humanized
with current treatments. One of  ngnocional antibody derived
the causes of death is damage t0  gom human and animal pro-
the heart, lungs, liver, and other
organs caused by over-activity of

Shock ...

Continued from front page

on December 11, 1998.

Please see SHOCK, page 2

teins. It works by stopping
white blood cells from sticking
to the insides of blood vessels
and causing damage.
Sometimes when people are in
shock, their white biood cells
become too active and attack
their own body. I¥s this
increased activity of the white
cells, usually brought about by
very low blood pressure and
decreased blood flow, which
may lead to organ failure or
death. °

For Hu23F2G to work effec-
tively it must be administered
as soon as possible following
injury. Patients chosen for the
study willhave the drug admin-
istered within three hours of

Donna Jones Bailey

VUMC's Division of Trauma is taking part in a muiti-center study of
a new drug to combat hemorrhagic shock.

_ arrival at VUMC:-

Some severely injured
patients that nieet study criteria
will be unable to give informed
consent to participate in the
study, and will not have family
members immediately availabie
to provide consent for them.

Food and Drug
Administration (FDA) and
Department f Health and
Human Services (DHHS) regu-
lations that went into effect on
November 1, 1996 allow
Vanderbilt's Institutional
Review Board the authority to
waive informed consent
requirements in some acute care
clinical investigations such as
this.

" "We ire  .ry encouraged
that a drug like this may repre-
sertt a breakthrough in our abil-
ity to reign in, or bring more
under control, the inflammatory
response associated with hem-

orrhagic shock,” he said.

Morris believes that
Vanderbilt’s typical trauma
patient is at an even greater risk
of death from hemorrhagic
shock than patients at other
level-one  trauma  centers
around the country because of
the large geographic area cov-
ered by LifeFlight.

“The risk of shock is proba-
bly higher at a place like
Vanderbilt because we service
such a large catchment area.
Patients are coming to us hav-
ing had this inflammatory
response being initiated hours
before they ever arrive,” he
said.

“Many trauma centers locat-
ed in large cities have catchment
areas covering a very small ter-
ritory and control occurs much
sooner.”

For this reason Morris
believes that Hu23F2G, or a
drug with similar capabilities,

would be of greater benefit to
Vanderbilt's patients and other
patients from rural areas than
perhaps a more urban patient
population.

Morris. says that the very
patients that stand to benefit the
most from an experimental
drug like Hu23F2G are also the
most difficult to enroll in an
acute critical care study.

"LifeFlight can bring these
patients here much sooner than
their families can get here. The
waiver of consent will allow us
to match the patient population
with the greatest need, i.e. the
rural community, with a mecha-
nism that will allow us to enroll
them in the study,” he said.

For questions regarding
waiver of consent studies,
please contact a representative
of the Vanderbilt Medical
Center Institutional Review
Board at 322-2918. W
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Advertisement ran in the Tennessean on December 24, 1998.

Vanderbilt
‘can study
‘new drug

_ . Trauma — severe injuries suffered
in accidents or assaults — is the lead-
ing ldller of Americans ages 1-44.

- - When trauma causes severe blood

loss, low blood pressure and de-

. creased blood flow can occur, result-

B Hopes are to better 7

~survival chances for
trauma patients

By BILL SNYDER
Staff Writer '

" Doctors at Vanderbilt University
Medical Center have received per-
mission to conduct an unusual study
of a new drug that may improve sur-
vival among trauma patients,

What's unusual is that the drug,
which studies suggest may reduce
the damage done to the body by
shock, ‘will be given to severely in-
jured patients without first getting
their consent or the consent of their
family members.

That’s because the medication -

must be given within three hours af-
ter patients arrive at the emergency
room. Many trauma patients are
physically unable to give their con-
sent, and in many cases their families
dont arrive at the hospital until

hours after lifesaving treatment has

- “This is a remarkably safe drug
given our still-limited experience
withit," said Dr.John A. MorrisJr,, di-
rector of the division of trauma at
Vanderbilt. “We get several hundred
trauma patients a year who could
benefit” from it. -

ing in shock These patients have a
257-30% chance of dying — in part
because of an inflammatory re-

sponse to trauma that damages the

body’é:' internal organs.
White blood cells — which nor-
mally fight infections — mistakenly

- Start attacking the body’s own tissues,
leading to inflammation, organ fail-.

ureanddeath. ~ ©
“What'we all believe is, the earlier
you can interrupt this damage ... the

* better the patients are going to do,”
~ Morris said.

|

¢

'!

!

The new drug, known only by the

. acronym Hu23F2G, is an antibody

that has been made in the laboratory
to attach specifically to white blood
cells, :

_Animal studies suggest that the an-
tibody can prevent the white blood
cells from sticking to the insides of
blood vessels and causing damage.

For it to be approved for wide use,
however, testing cannot be limited to
animals and the laboratory, “It’s im-
portant for us to look at (it) in the real
world as opposed to the test tube,”
Morris said.

That's why Vandermit is pianning
the unusual study,

- In 1996, the US. Food and Drug

. Administration approved new rules
. that allow hospital review boards to

waive informed consent require-
ments for studies involving desper-

_ ately ill patients and potentially life-

i saving therapy.

Last year, Vanderbilt’s

Institutional ‘Review Board, which

¥ Turn 1o PAGE 34, Column 4

i
b
'

i M PAGE IA

, medical’center, approved a
PO o syofhetic blood product

L %ely injured patients,
t also waived the con-

Bard has approved the pro-
udy of the trauma drug,
Notification of the public.

re information, or to sub-

dérbilt to study new trauma drug

the Institutional Review Board at
322-2918. - ‘ .

Each year, ajpout 200 patients
treated for trauma at Vanderbiit die
from their injuries, medical center
officials say.

Vanderbilt has Middle Tennes
see’s only Level I trauma center,
which treats the most severe inju-
ries. .

The leading causes of trauma
deaths at Vanderbilt.are motor ve-
hicle accidents, followfd by gunshot

wounds. : .

More than half of the 207 trauma
patients who died at Vanderbiit July: *
1997-July 1998 were aged 1545,
medical center officials said. o

Residents of rural areas are at!
significantly higher risk of dying:
from trauma, because it takes them :
longer to be brought to rauma cen-
ters like Vanderbilt’'s. They also:
may be most likely to benefit from .

the new drug, Morris said. W :
ot
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Advertisement ran in the Kansas City Star on November 10, 1999.

Truman Medical Center — West recently participated in a research study to evaluate an experimental drug that may
help severely injured patients. The investigational drug being tested is cailed Hu23F2G (LeukArrest™). The research
study is sponsored by ICOS Corporation (Bothell, Washington). Hu23F2G acts on the white blood cells and may
prevent them from causing damage to the body's major organs following trauma. in order to determine the satety
and effectiveness of this new drug, researchers studied 150 trauma victims at 11 trauma centers throughout the
United States. In the clinical trial, some patients received Hu23F2G along with standard care and some Etjents

received the standard care for severe injury alone.

Patients were enrolled into the study in one of three ways. First, patients gave their own informed conse;ﬁ they
were able. Second, if a patient were unabile to give consent, then upon arrival in the emergency department the
hospital staff attempted to reach a family member. if this was successful, the family was asked to provide informed
assent. Third, it a family member was not located within three hours, the patient was enrolled under the food and
Drug Administration (FDA) requlations waiving the requirement to obtain an informed consent, The effort to locate
and inform family continued after the patient had been enrofied into the study under the FDA regulations waiving
the requirement to obtain an informed consent. Use of the FDA regqulations waiving the requirement to oBtain an
informed consent in this study was approved by the FOA and the University of Missouri-Kansas City AdultHealth
Sciences IRB, which is charged with ethical oversight of patient research at Truman Medical Center - Westr——o

Enrcilment into this study was completed on January 26, 1999, Across the entire study, 14% of patients signed their
own consent, 53% had 3 family member provide informed assent ind 337 ‘~ere znrolled with waiver of informed

consent. At Truman Medical Center - West, ! patient was enrolled into the study on 12/12/98. This patient was
enrciied with a waiver of informed consent. R

In this study, the average patient age was 36 years old, males were enrolled atout twice 25 often as females. The

P

majority of the patients were Caucasian (58%), followed by African American (25%) and other races (17%). At «

Truman Medicat Center - West the patient age was 37 yzars and he ‘was an African American male.

Preliminary analysis of the study has been performed. Hu23F2G apoeared to be safe in this patient population. A
total of 11 patients (7°%) died in the study. The death rate was 5, {107} in patients who received standard of.care
alone and 6, (6™) in patients who received Hu23FRG. Although the encdpoints that the study was desined to

measure were no different between the patients that received stancdard of care and the patients that fgteived

HU23F2G along with standard of care, there was a suggestion that those patients who received the higherIRise of
HUQ3F2G had cecreased heart and lung failure compared with those datients who receved standard careroniy.

Further analyses of the data are underway. -
Any questions ateut this study sheuld be directed to Kandall scMatney, M0 at (316) $56-3679. —_—

——
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Advertisement ran in Dos Mundos in the November 11 — November 24, 1999 issue.

-, . .. Trauma Study Results .

Truman Medxcal Center West recently partxcxpated in a research study fo evaluate an

1| experimental drug that may help severely mjured patients;«The mthlgatxonal drug being

tested is called Hu23F2G (LeukArrest ™).  The research study is sponsored; by. ICOS
Corporatlon (Bothell, Washington). Hu23F2G acts'on the white blood cells and _may prevent
them from causing damage to the body’s major organs following trauma.” In: order to
determine the safety and effectiveness of this new drug, researchers studied 150 trauma

vfor severe mjury alone. ..

:'-')‘
A

Patxents were enrolled into the study in one- of three ways. First, patxents gave thelr .own

{ informed consent if they were able. Second, if a patient were unable to give consent, then upon

arrival in the emergency department the hospital staff attempted to reach a family member.
If this was successful, the family was asked to provide informed assent. Third, if a family was
not located within three hours, the patient was enrolled under the Food and Drug Admmlstratxon
(FDA) regulations waiving the requirement to obtain an informed consent.” The effort. to
locate and inform famxly continued after the patient had been enrolled into the study under
the FDA regulatlons waiving the requirement to obtain an informed consent. Use of the FDA
regulations waiving the requirement to obtain an informed consent in this study was approved

by the FDA and the University of Missouri-Kansas City Adult Health Sciences IRB, wlnch
lis charged thh ethlcal oversnght of patlent research at Truman Medical Center - _West.

Enrollment mto tlus study was completed on January 26, 1999. Across the entire study, 14%
.of patients signed their.own consent, 53% had a famxly member provide informed assent and
33% were enrolled with waiver of informed consent.” At Truman Medical Center — West, 1
patient was enrolled mto the study on 12/12/98 This patxent was enrolled w1th a walver of
informed consent. » . .

R TN

In thxs study, the average patxent age was 36 years old males were enrolled about thce as
often as females. The majorxty of the patients were Caucasxan (58%), followed by African
American (25%) and other races (17%). At Truman Medxcal Center — West the patnent age
was 37 years and he was an Afncan Amencan male - . ,

Preliminary analysis of the study has been performed Hu23F2G appeared to be safe in this
patlent population. A total of 11 patients (7%) died in the study. The death rate was 5: (10%)
in patients who received standard . care alone and 6, (6%) in patients who received
Hu23F2G. Although the endpoints that the study was designed to measure were no different
between the patients that received standard of care and the patients that received Hu23F2G
along with standard = care, there was a suggestion that those patients who received the
higher dose of Hu23F2G had decreased heart and lung failure compared with those patients

who received standard care onl er angjyses of the data are unde
Y TR angses Tz

—— PR — ttiie

victims at 11 trauma centers throughout the United States. In the clinical trial, some patxents.
I received Hu23F2G along with standard care and some patients recexved the standard care

e
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Advertisement ran in The Kansas City Globe on November 11, 1999,

A . CirLorel - : ) L R S ar .ﬂ
~.Truman Medical Center-West recently pafticipated in a res

earch’study to’evaluate an

being tested is called Hu23F2G (LeukArrest). . The research study is sponsored by ICOS
Corporation (Bothell, WA). Hu23F2G-acts on the white blood cells and may prevent them
from causing damage to the body’s major organs following trauma. In order to determine
the safety and effectiveness of this new drug, researchers studied 150 trauma victims at 11
trauma centers throughout the United States. In the clinical trial, some patients received
Hu23F2G along with standard care and some patients received the standard care for
severe injury alone. - o - .

Patients were enrolled into the study in one of three ways. First, patients gave their
own informed consent if they were able. Second, if a patient were unable to give consent,
then upon arrival in the emergency department the hospital staff attempted to reach a
family member. If this was successful, the family was asked to provide informed assent.
"Third, if a family member was not located within three houts, the patient was enrolled
under the Food and Drug Administration (FDA) regulations waiving the requirement to
obtain an informed consent. The effort to locate and inform family continued after the
patient had been enrolled intd the study under the FDA regulations waiving the require-
ment to obtain an informed consent. Use of the FDA regulations waiving the requirement
to obtain in informed consent in this study was approved by the FDA and the University of
Missouri-Kansas City Adult Health Sciences IRB, which is charged with ethical oversight
of patient research at Truman Medical Center-West. A '

Enrollment into this study was completed on January 26, 1999. ‘Across the entire
study, 14 percent of patients signed their own consent, 53 percent had a family member
provide informed assent, and 33 percent were enrolled with waiver of informed consent.
At Truman Medical Center-West, 1 patient was enrolled into the study on 12/12/98. This
_patient was enrolled with a waiver of informed consent. ' , )

. In this study, the average patient age was 36 years old, males were enrolled about
twice as often as females. The majority of the patients were Caucasian (58 percent)
followed by African American (25 percent) and other races (17 percent). At Truman,
Medical Center-West, the patient age was.37 years and he was an African American male..

Preliminary analysis of the study has been performed. Hu23F2G appeared to be safe in "
this patient population. A total of 11 patients (7 percent) died in the study. The death rate
was 5, (10 percent) in patients who received standard of care alone and 6, (6 percent) in
patients who received Hu23F2G. Although the endpoints that the study was designed to
measure were no different between the patients that received standard of care and the
patients that received Hu23F2G along with standard of care, there was a suggestion that
those patients who received the higher dose of Hu23F2G had decreased heart and lung
failure compared with those patients who received standard care only. Further analysis of
the data are underway. : o

Any questions about this study should be directed to Kendall McNabney, MD at 816-
556-3679. ' ' . :

experimental drug that may help severely injured patients. The investigational drug - _‘
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Advertisement ran in The Call during the week of November 12, 1999.

| Truman Medical Centér ™ West receritly barticipat-
ed in a research study to evaluate an experimental
drug that may help severely injured patients. The
|investigational drug being tested is called Hu23F2G
(LeukArrest™). The research study is sponsored by
ICOS Corporation (Bothell, Washington). Hu23F2G
acts on the white blood cells and may prevent them
|from causing damage to the body’s major organs
following trauma. In order to determine the safety
and effectiveness of this new drug, researchers
studied 150 trauma victims at 11 traumia centers
throughout the United States. In the clinical trial,
some patients received Hu23F2G along with stan-

care for severe injury alone. - Ly e

atients were enrolled into the study in'one of
three ways. First, patients gave their own informed
consent if they were able. Second, if a patient were
unable to give consent, then upon arrival in the
emergency department the hospital staff attempted
to reach a family member. If this was successful, the
family was asked to provide informed assent.
Third, if a family member was not located within
|three hours, the patient was enrolled under the
Food and Drug Administration (FDA) regulations
waiving the requirement to obtain an informed con-
sent. The effort to locate and inform famity contin-

. . “ .

study under the FDA regulations waiving the
requirement to obtain an informed consent. Use of
the FDA regulations waiving the requirement to
obtain an informed consent in this study was
approved by the FDA and the University of Mis-
souri-Kansas City Adult Health Sciences IRB, which
is charged with ethical oversight of patient.research
at Truman Medical Center - West.. ... .

PARS Y

[ Truman Study Results |

-{dard care and some patients received the standard]

Enroliment into this study was completed on Jan-
uary 26, 1999. Across the entire study, 14% of
patients signed their own consent, 53% had a family
member provide informed assent and 33% were
enrolled with waiver of informed consent. At Tru-
man Medical Center - West, 1 patient was enrolled
into the study on 12/12/98. This patient wa's|-
enrolled with a waiver of informed consent.
In this study, the average patient age wds 36 years
old, 'males were enrolled about twice as often as
females. The majority of the patients were Cau-
casian (58%), followed by African American (25%)
and other races-(17%). At Truman Medical.Center -
West the patient age was 37 years and he'was an
African American male. - :
Preliminary analysis of the study has been per-
formed. Hu23F2G appeared to be safe in this
patient population. A total of 11 patients (%) died
in the study. The death rate was 5, (10%) in patients
who received standard of care alone and 6, (6%0 in
patients who received Hu23F2G. Although the end-
points that the study was designed to measure were
no different between the patients that received stan-
dard of care and the patients that received
Hu23F2G along with standard of care,;tﬁ_e.re was a
suggestion that those patients who recéived the
higher dose of Hu23F2G had decrease"dﬂheart and
lung failure compared with those patients who

et .
P

ued after the patient has been enrolled into the|

received standard care only. Further analysis of thef
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Brochure placed at the Jackson County Health Department clinics and at Truman Medical Center for community consultation purposes.

DEIRIA BRI
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