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Baxter Healthcare Cofiior.> -
Route 120 & Wilson R “
Round Lake, !Ilinc’s 60073-049~

Docket Numbe~ 95 S-0158

1
~ockets Maria ement Branch (HFA-305)
Food and Drug Administration
12420 Parklaw Dr. rm. 1-23
~ockville, MD 20857

~E: Investiga lional New Drug Application #6859

Dear SirlMadar n:

In accordance v/ith21 CFR $312.54 we are enclosing a copy of the infer]
e. publicly disclos ed by the Institutional Review Board (IRB) at Oregon Hez

university, Por~land, OR, concerning research involving an exception to i
i$cludes an adv ertisement that ran in the following local newspapers on tl

Qregonian on ~ipril 30 and May 4; the Vancouver Columbian on May 2 a
Ikanner on Ma y 7 (Attachment 1), and a Community Consult letter that v
c~mmunity me]nbers determined by the IRB (Attachment 2). A protocol
individuals wh( 1requested additional information on the study (Attachme]
~FR $50.24 W2 s sent to individuals who requested additional information
r~garding waiw z-of informed consent (Attachment 4), In accordance witl
information is zlso being submitted to the IND file.

Based on inforr lation received from the clinical site, the investigator and
community con sultation by soliciting oral comments from the community
(&tachment 1), and by soliciting written, electronic, and oral comments ~
cpmmunity mel nbers via a Community Consult letter (Attachment 2). A t
line was establi shed for callers. Recorded messages of the community inc
study coordinat x. A dedicated telephone line was established for callers.
the community inquiries were sent to the study coordinator. Individuals n
information abclut the study were sent a copy of the protocol synopsis (Atl
i~dividuals reql esting additional information on the regulations regarding
cpnsent were sent a copyof21 CFR $50.24 (Attachment 4).
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1Ifthere are an questions concerning this information, please contactme

Sincerely, I

Director Regul~tory Affairs
Blood Substitutes Program
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An importantmessage
from the physiciansand

emergencymedical staffat
Oregon Health Sciences University Hospitd

01ego n Health ~UlCi3 Unkrsitj% fundamental aim is to Irnpmxmthe health Of*
ofegOldanS.TIINM@ our thmc~ mission of healing, taehing and sd mtlflc lnvts K@tiot&
OHSUechates halth proftiortals and blom~i~ researchers In a Vakty of Hem and
undcrt * es rhc funcdons of patient w eommutdty scrvlcc and blomc dial reseaJ Ch.

As part of our resemch function, we have been selected to be one ( tf40 tram Lcenters
in the United States to study a new treatment thathasthepotcntid tos we the WCSof
Scvert y h’ijlld trauma patients WhO am in +wk due to blood h%%

‘It c tratment is an OWUKY@ a&nt known as Dia@rin (%os Hinked Hcmoglobh,
vu !fromhuman blood. DCl.Hbhasbeen tatedincUnkalcdals $Stk CQUt try Wfth

more t !ian 350 patients, and Its safety ls welldocumeimd. It has
blood ,mssum and deaasc the ncxd fbr blood trxnsfusloos in a numb r of plvecc m.

A! WYMUnumber of patients (2@3) will be selected at Oregon Hmlt !lScIences’ Joivcnmy,
accord mgtostrkt study ctit.erklhcse paticntswiUbe mcnandwoma -18yearsc fageor
oIder vm oaremfMng&ocuseriousbloo dlogstidarca tthcgtcatatt L!*of
patlcnl s W receiw the hemoglobin agent in addition to scandal treat nents.

‘II’e xhmadep~leh~byn~~hb~ti- and Drug
trauonme guidehles allow physlekuls, Under rigorous control, to admi 1
tkdly U&a vhg tratments to patients too Ill to give thdr consent. tlnde r

patient s with Ufe-threxcning conditions qho arc unable to sign a eonsc tK,or who 10 not
have a hmuy member who an sign fir thcm, st.111may bc cllgtbk to rec rdve prod! i~ &f,d

thcmp es in addkion to standard treatments.

$::’’:::
patlon In this study is confidential. Every effbrt to obtain co at fmm a

y cannot bc obtakicd during the 30-m.mtc critical time peri d after a p tknt IS
adndtt to the hospital, the patient maybe entered Into the study und r the “exe Uon

umatic injury& the lading awe of death among Americans a

neady 2 mdlioti people every ycacl%e results of this study M help
know! dge about the treatment of ~wxe traumatic injuries.

A otline has been cstabflshd at (503) 494-14(Mto respood to q
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Providence St. k
Qbality Manager
9*O5 SW Barne:
Pprtland, OR 97:

+ril 26,1997
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:oncern:

appreciate your comments on the following study.
m Health Sciences University Department of Emergency Medi
e, will be starting a new study involving trauma patients in sho
sible in part by new guidelines from the Food and Drug Admini
nts with life-threatening conditions in clinical research studies.
igorous control to administer new, potentially life-saving treatrr

new guidelines, patients with life-threatening conditions who a
not have a family member who can sign for them, may still b(

spies in addition to standard treatments. We will still make ew
]rior to treatment, and the new guidelines will apply only in ext
cal attention is crucial and conventional therapy may be inade
injury is the leading cause of death among Americans ages 1
sple every year. The results of this study wiil help advance knt
2 injuries.
)ects to enroll approximately 25 patients into the study. Particii
es will have at least a 40% to 509!0risk of dying with conventio
dy agent in addition to standard therapy, the other half will reo
:udy will be conducted at a number of medical centers and it w
Is across the country. The OHSU Institutional Review Board, v
m subjects, has approved this study.
has been tested in medical centers across the country and its

m oxygen-carrying agent that is made from screened human t
)ressure and decrease the need for blood transfusions in a nu
ic surgety, vascular surgery and gastrointestinal surgery. Morl
in these national studies.
me your comments regarding this study. A hotline has been es
call (503) 494-1400 or write to Oregon Health Sciences Unive
?stigator, UHN 52, 3181 SW Sam Jackson Park Rd., Portland,
by E-mail to mcdevitt@ohsu.edu or brunettp@ohsu.edu.
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Hm. .*’ ~ ttachment 3

‘-:trodu‘r”’”c”i“’:“The Effi acy Trial of Diaspirin Cross-linked Hemoglobin ( CLHbT ) in the
Treatment of Severe Traumatic Hemorrhagic S .ck”

death from tr uma frequently results from shock that is refractory t resusci tion
efforts. Thes efforts typically involve rapid infusions of large VOIU es of c stailoid
s~lutions. Thi standard of therapy has been brought into questio by rece clinical
studies utilizin g small volumes of hypertonic saline-Dextran solutior (Mattox

Ann Surg 213: 482-91), or no volume replacement until definitives~ rgical tret
($ickell et al. ‘ 994, N Eng J Med 331:1105-1109).

Trauma-relate d mortality has been correlated with the magnitude o ‘ base de
ficcording to 5~iegel et al. (Arch Surg 1990, 125:498-508), a based s!ficit of 1
ptedicts a m. rtality of 50% in trauma patients presenting with pelvi f; fracture:
liver trauma. Rutherford et al. (J Trauma 1992, 33:417-423) report ~:d a mort
over 40?40in tr aurna patients with base deficits in excess of 15 mmc I/L. Thi~
3791 trauma ~atients also showed a sharp, corresponding rise in rr ortality r~
2(I% to 40% o‘/er the base deficit range of 10 to 15 mmol/L..—

The above fin clings suggest that the current practice of restoring blood press
through large volume crystalloid infusion may be suboptimal in trau natic hen
shock patient s. These traumatic shock patients, especially those w ith large I
d$ficits, are at greatest risk, and warrant being studied with a contr (died .Iini(
a low volume press. rlperfusion agent such as DCLHb.

Iflitial DCLHb Hemorrha~c Shock Trial
Toe initial pro spective, randomized, escalating dose clinical trial of lCLHb in
hemorrhagic s lock studied the infusion of normal saline (NS) or DCLHb in cl
st$ock patient s within four hours of the shock episode. The trial wa
d~se ranges, !3O mL (71 mgtkg), 100 mL (143 mgikg), and 200 mL
dr$se included approximately 40 patients (20 NS, 20 DCLHb). Pati~ nt enrolh
this clinical tria was completed in May 1995 with a total population IIf139 pa

(!51 %) of whorr received DCLHb.

No increase in the rate of complications or toxicities in patients who lreceived
wfxe observed during the trial. Specifically, renal insufficiency and ailure W(
mpre common in DCLHb-treated patients. Overall mortality rates, c :)mplicati
a@erse event rates did not differ in the DCLHb and control groups. These f
aid findings fr{ ]m several other DCLHb trials at different doses (75C-1200 m

-.——..
s~ggest that D 2LHb infusion will have a favorable risk/benefit profil ~ in seve
p~tients.
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This will be a
Inclusion in th
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Primary Clinic
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Secondarv Cl
● Clinicall’
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Patient POKWI
The study poI
hypoperfusiol
mortality and
control will be
and within 60
850 patients I

—

.—

1. Ma
2. Evi
3. Tis’

Patients will t

1. Agl
2. Knl
3. Pul
4. Imr
5. 1s0
6. co

sig
pul

7. l-lo

wlticenter, randomized, placebo-controlled (normal
; protocol will not interfere with the provision of any

I Benefit Endpoint
and statistically significant reduction in 28 day mort

lical Benefit Endpoint
and statistically significant reduction in morbidity.
and statistically significant reduction in 48 hour mor
and statistically significant reduction in 24 hour Iact

b
Jation will be a small subset of trauma patients witt
despite aggressive pre-hospital therapy. To proper
lorbidity outcomes in this protocol, 500 to 1000 mL
in being infused no later than 30 minutes after mee
ninutes of presentation to the emergency departme
eeting the following inclusion criteria:

!s or females 18 years of age or older
ence of hemorrhage
~e hypoxia and cellular hypopetiusion shown by:

● systolic blood pressure s 90 and pulse z IZO L

● systolic blood pressure s 90 and pulse c 60 wi

rhythm (junctional or idioventricular) Q,
● Base deficit of 15 mmol/L or worse

?excluded from the study by the following exclusion

c18 years
tm pregnancy
eless traumatic arrest during hospitalization
inent death precludes resuscitation efforts
ted head trauma, penetrating or blunt

1

bined multisystem and head trauma with clinical fin
ficant mass effect (e.g., severe coma, Iateralizing s
Iary dilatation secondary to uncal herniation)
italization >60 minutes prior to infusion

8.

r

Kno n objection to the use of blood, blood products
9. Kno n injury time >4 hours prior to infusion

2of3
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“~’ ,4ttachrne

__—__ Statistical AK)~roach

I
Approximate) 850 patients will be needed to show a 25~0 reductio I in mort
from 40?40to 3OYO).A Cox proportional hazards model will be used to deterr
impact of DCL Hb on mortality while adjusting for demographic and i)re-treat
covariables dc)cumented as predictors of mortality. Interim monito Ing will o!
10%, 25%, 50 Yo, 75% and the final analysis at 100°A enrollment of the 8501

7
Saf t Monito in

1

An independe t Data Monitoring Committee (members not affiliate with Ba
Healthcare) w II be established by the sponsor. Ongoing safety m nitoring \
performed by his committee during the enrollment of study patient . If maj(
concerns aris , the study can be amended or put on hold until the . concer
addressed.

rmed Corkent
The consent procedures followed in the protocol will follow 21 CFR 50.24 “E
from informed consent requirements for emergency research”. Tht se regul
be utilized bas;ed on the favorable risk/benefit profile of DCLHb anc the freq
feasibility in 01>taining prospective informed consent in this patient )opulatio

3of3
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. Attachm mt 4

Sec. 50.24 Exception from informed consent requirements for emer ency rese ch.

IF
(a) The ~RB responsible for the review, approval, and continuing view oft ]e clinical

investigatif m described in this section may approve that investigate without n :quiring that

informed c resent of all research subjects be obtained if the IRB ( rrence of a
licensed pl ysician who is a member of or consultant to the IRB and 1vho is not otherwise
participator .g in the clinical investigation) finds and documents each ilf the follc wing:

(1) The. human subjects are in a life-threatening situation, availabh ! treatmen’ s are unproven or
unsatisfact m-y, and the collection of valid scientific evidence, which Jnay incluc e evidence
obtained tkrough randomized placebo-controlled investigations, is necessary to determine the
safety and effectiveness of particular interventions.

(2) Obta .ning informed consent is not feasible because:
(i) The s ~bjects will not be able to give their informed consent as z result oft heir medical

condition;
(ii) The :ntervention under investigation must be administered befi [re consen : from the

subjects’ le gaily authorized representatives is feasible; and
(iii) The :e is no reasonable way to identifj prospectively the indiv duals like, y to become

eligible for participation in the clinical investigation.
(3) Parti cipation in the research holds out the prospect of direct bel ~efit to the subjects because:
(i) Subje cts are facing a life-threatening situation that necessitates .mtervention;
(ii) AppI opriate animal and other preclinical studies have been con clucted, an d the information

derived fro m those studies and related evidence support the potential for the int xvention to
provide a direct benefit to the individual subjects; and

(iii) Risk :s associated with the investigation are reasonable in relati m to what is known about
the medics ,.condition of the potential class of subjects, the risks and >enefits of standard therapy,
if any, and what is known about the risks and benefits of the propose( i intervent .on or activity.

(4) The c:linical investigation could not practicably be carried out vrithout the waiver.
(5) The I reposed investigational plan defines the length of the potc :ntial thera peutic window

based on scientific evidence, and the investigator has committed to at tempting t D contact a
legally autl .orized representative for each subject within that window of time m d, if feasible, to
asking the .egally authorized representative contacted for consent wit hin that ndow rather than
proceeding without consent. The investigator will summarize efforts made to
authorized representatives and make this information available to the IRB at the time of
continuing review.

(6) The lRB has reviewed and approved informed consent procedu :es and an informed consent

document c:onsistent with Sec. 50.25. These procedures and the infer ned conse It document are

to be used with subjects or their legally authorized representatives in situations where use of such
procedures and documents is feasible. The IRB has reviewed and ap~ roved pro( :edures and
informationn to be used when providing an opportunity for a family m ~mber to cbject to a
subject’s p:.~icipation in the clinical investigation consistent with par ~graph (a) 7)(v) of this
section.

BBIND #6859-010 Page 6
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(7) Add tional protections of the rights and welfare of the subjects will be p vided, including,
_—_

at least:
(i) Con s ltation (including, where appropriate, consultation carrie{~out by e IRB) with

representa ives of the communities in which the clinical investigatio: 1will be c nducted and from
which the ubjects will be drawn;

(ii) Pub l°c disclosure to the communities in which the clinical inw :stigation ill be conducted
and from hich the subjects will be drawn, prior to initiation of the c1inical in stigation, of
plans for t e investigation and its risks and expected benefits;

(iii) Pu b ic disclosure of sufficient information following complet. cm of the linical
investigate”1 n to apprise the community and researchers of the study, including he demographic
character s ics of the research population, and its results;

(iv) Es blishment of an independent data monitoring committee t 3 exercise versight of the
clinical in estimation; and

(V) Ifo b aining informed consent is not feasible and a legally auth ~rized rep esentative is not
reasonabl y available, the investigator has committed, if feasible, to a fiempting o contact within
the therap utic window the subject’s fmily member who is not a leg ~lly autho ized
representa “ve, and asking whether he or she objects to the subject’s Iwticipati n in the clinical
investigate n. The investigator will summarize efforts made to conta :t family embers and make
this info ation available to the IR.B at the time of continuing reviev ‘.

(b) The .RB is responsible for ensuring that procedures are in plac 2 to info , at the earliest
feasible op portunity, each subject, or if the subject remains incapacit ~ted, a leg Ily authorized
representat ive of the subject, or if such a representative is not reason: .bly avail le, a family
member, o:~the subject’s inclusion in the clinical investigation, the dctails of th investigation and
other infor nation contained in the informed consent document. The. .IRBshall lso ensure that
there is a p :ocedure to inform the subject, or if the subject remains ir capacitate , a legally
authorized representative of the subject, or if such a representative is not reaso ably available, a
fhrnily mer ~ber, that he or she may discontinue the subject’s particip: Sion at an time without
penalty or ~.OSSof benefits to which the subject is otherwise entitled.’ la legall authorized
representat Ive or family member is told about the clinical investigati( m and the subj ect’s
condition i reproves, the subject is also to be informed as soon as fe= ible. If a bject is entered
into a clini :al investigation with waived consent and the subject dies before a 1 gaily authorized
representat ive or family member can be contacted, information abou the clinic 1investigation is
to be provi ded to the subject’s legally authorized representative or fa nily mem er, if feasible.

(c) The IRB determinations required by paragraph (a) of this sectif m and the documentation
required b~~paragraph (e) of this section are to be retained by the IREI for at le t 3 years after
completion . of the clinical investigation, and the records shall be acce ssible for nspection and
copying b~vFDA in accordance with Sec. 56.115(b) of this chapter.

(d) Prot{JCOISinvolving an exception to the informed consent requ rement ur der this section
must be pe rformed under a separate investigational new drug applica tion (IND 1or investigational
device exe:nption (IDE) that clearly identifies such protocols as prot{JCOISthat nay include
subjects w lo are unable to consent. The submission of those protoco .s in a sep; xate IND/IDE is
required e~‘en if an IND for the same drug product or an IDE for the same devi ;e already exists.

Application:M for investigations under this section may not be submit cd as ame ldments under
Sees. 312.110 or 812.35 of this chapter.

BBIND #6859-010 Page 7
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