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RE: Human Resear ch Subject Protections Under Multiple Project Assurance (MPA)
M-1494

Resear ch Project: Prospective, Randomized, Multicenter Trial of 12 ml.kg vs 6 ml/kg Tidal Volume
Positive Pressure Ventilation and K etoconozole vs Placebo for Treatment of Acute Lung Injury and
Acute Respiratory Distress Syndrome

Journal Article: Ventilation with L ower Tidal Volumesas Compared with Traditional Tidal Volumes
for AcuteLungInjury andthe Acute Respiratory Distress Syndrome, The Acute Respiratory Distress
Syndrome Networ k, New England Journal of M edicine. 2000; 342(18): 1301-08.

Principal |nvestigator: Edward Abraham, M .D.

UC Study Number: 96-06

Dear Dr. Sladek:

The Office for Human Research Protections (OHRP) has reviewed the University of Colorado Hedth Sciences
Center’s (CU’s) report dated November 15, 2001 regarding the above-referenced research. This report was
submitted in response to OHRP's Augugt 3, 2000 letter to CU presenting alegations of noncompliance with the
Department of Health and Human Services (HHS) regulations for the protection of human subjects (45 CFR Part
46).

Based uponitsreview, OHRP makesthe following determinations regarding CU’ s oversight of the above-referenced
research:
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(1) HHS reguldtions at 45 CFR 46.116(d) require that the Ingtitutional Review Board (IRB) make and
document four criteria when waiving the requirementsto obtain informed consent. OHRP finds no evidencein
the IRB records that the CU IRB made and documented these four criteria when it approved the principa
investigetor's November 6, 1998 request for a waiver of the requirement to obtain informed consent for
collection of data from the medical records of patients who were screened for participation but were not
enrolled.

RequiredAction: By March8, 2002, CU must submit to OHRP a satisfactory corrective action planto ensure
the CU IRBsmake and document the four criteriarequiredby HHS regulations at 45 CFR 46.116(d) whenever
the IRBs (i) approve a consent procedure which does not include, or which aters, some or dl of the required
elements of informed consent; or (ii) waive the requirements to obtain informed consent.

Recommended Action: Where HHS regulations require specific findings on the part of the IRB, such as(a)
gpproving a procedure which aters or waivesthe requirementsfor informed consent [see 45 CFR 46.116(d)];
(b) approving a procedure which waives the requirement for obtaining a sgned consent form [see 45 CFR
46.117(c)]; (c) approving research involving prisoners (see 45 CFR 46.305-306); or (d) approving research
involving children (see 45 CFR 46.404-407), the IRB should document such findings. OHRP strongly
recommends that dl required findings be fully documented in the IRB minutes, induding protocol-specific
information justifying each IRB finding.

(2) OHRP finds that the informed consent documents reviewed and approved by the CU IRB failed to
adequately address the following € ements required by HHS regulations at 45 CFR 46.116 (a):

(a) Section 46.116(a)(2): A description of the reasonably foreseeable risks and discomforts. OHRP
findsthat theinformed consent documentsfailed to describe the following risks and potentia discomforts
associated withthe non-traditiond, 6 mi/kgtidal valumegroup that weredescribed inthe IRB-approved
protocol: agitation, potentia need for higher doses of sedatives and pardytics, volume overload, and
hypernatremia.

(b) Section46.116(a)(8): A statement that participation is voluntary, refusal to participate will involve
no penalty or loss of benefitsto whichthe subject is otherwise entitled, and the subject may discontinue
participationat any time without penalty or lossof benefitsto whichthe subject is otherwise entitled. The
informed consent document smply stated “Your participation in this study is voluntary. You may
withdraw from the study at any time.”

RequiredAction: ByMarch8, 2002, please provide OHRP withappropriate corrective actions to ensurethat
informed consent documents gpproved by the IRB include al the e ements required under HHS regulations at
45 CFR 46.116(a).

OHRP has the fallowing additional concerns and questions regarding CU’ s oversight of the above-referenced
research:
(3) HHS regulations at 45 CFR 46.116 dipulatethat, except as provided € sewhereunder the HHS regulations,
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no investigator mayinvalve a humanbeing as a subject inresearch unlessthe investigator has obtained the legdly
effective informed consent of the subject or the subject’ s legdly authorized representative. HHS regulations at
45 CFR 102(c) define a legdly authorized representative as an individud or judicia or other body authorized
under gpplicable law to consent on behdf of a prospective subject to the subject’s participation in the
procedure(s) involved in the research.

CU'’sreport indicated that most of the 114 subjects enrolled inthe study at CU were unable to provide legaly
effective informed consent and consent for these subjects instead was obtained and documented fromanother
individud (spouse, parent, sihling, adult child, step-son, niece, immediatefamily, family member, or legd proxy).

A September 25, 2000 memo from Esther Henry, Research Associate, to Steve Zweck-Bronner, Associate
University Counsd, outlines Colorado State law on proxy decision-makersfor medica trestment. According
to this memo, with which the Associate Universty Counsel concurred, Colorado State law providesthat if a
guardian, person with durable power of attorney (DPA), or someone who has legd authority to consent on a
patient’ s behdf exigts, then sucha person may consent for those who lack decisiond capacity. If such aperson
doesnot exist, aproxy may be used. The memo outlinesthe processfor choosing aproxy aslocating “as many
interested persons as practicable’ and having all those persons “...reach a consensus as to one decison maker
(this should be someone who has a close relationship with the patient and is currently advised of the patient’s
wishes)...” CU interprets gpplicable Colorado law regarding decison-makers for medical trestment as
extending to authorizing individuas to consent on behdf of a subject to the subject’s participation in the
procedures involved in the research. OHRP has the following concerns and questions:

(a) For each of the subjects enrolled at CU for this trid, please indicate whether the person who
consented for subject (if the subject did not consent themsdlves) was alegd guardian or held DPA or
otherwise had legd authority to consent on a patient’s behdf for medical trestment under Colorado
Statelaw. If not, please outlinethe processthat UCHSC used to locate d| interested personsand arrive
at aconsensus gppointment of a proxy decision maker.

(b) Please clarify whether CU has obtained an opinionof the Colorado Attorney Generd or other legd
authority on the applicability of such laws to consent for participation in research procedures (as
opposed to consent for medicd treatment).

(4) HHS regulations at 45 CFR46.111(b) stipulatethat inorder to approve research, the IRB shdl determine
that when some or dl of the subjects are likdy to be vulnerable to coercion or undue influence, additional
safeguards have beenincluded inthe studyto protect the rightsand welfare of the subjects. OHRPisconcerned
that (a) both the subjects of the research, because of ther impaired menta state, and the subjects’ family
members, because of the psychologica stress of having a criticaly ill family member being treated inanintensve
care unit, appear likdy to have been vulnerable to coercionor undue influence; and (b) the CU IRB failed ensure
that there were additiond safeguards include in the study to protect the rights and welfare of these vulnerable
subjects. In particular, OHRP notesalack of important detailsin the IRB records regarding the proceduresfor
recruitment and enrollment of subjects, and finds no evidence in the IRB-approved protocol or other relevant
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IRB records that additiona safeguards were included during the subject recruitment and enrollment process.
Please respond in detall.

(5) HHS regulations at 45 CFR 46.116(a)(1) require that when seeking informed consent, each subject be
provided with, among other things, a description of the procedures to be followed, and identification of any
procedures which are experimental.

OHRRP notesthefallowingstatement inthe above-referenced publication(N. England JMed 2000;342:1301-8):

“Traditiond approaches to mechanicd ventilationusetidal volumes of 10 to 15 ml per kilogramof body
weight.”

OHRP is concerned that the IRB-approved informed consent document failed to describe the 12 mi/kg tidal
volume as being the tradiitiona volume used for ventilatory support and the 6 ml/kgas being experimenta or non-
traditiond. Furthermore, OHRP is concerned that the following statements in the IRB-approved informed
consent document were mideading because they implied that both tida volumeswereused withequa frequency
indclinica practice a CU:

“Presently doctors use varying volumes of oxygen-rich air to inflate the patient’ slungs. It is unknown
whether it is better to use large [12 mi/kg] or smdl [6 ml/kg] volume with alung injury like yours”

“Thelarge and smal volumes used by the breething machine are both standard treatments.”
“Bothways of inflating the lungs are acceptable methods that are commonly used inmedical practice.”

Pleaserespond. Inyour response, pleaseclarify (a) thereative frequency with which 12 ml/kg and 6 mi/kgtidal
volumes were used in dinicd practice at CU at the time the research was initidly reviewed by the IRB; (b)
whether the CU IRB was aware of these gatistics when it initialy approved the research; and (c) which
members of the CU IRB who participated inthe initid review of the protocol had expertiseinthe areas of critica
care medicine and ventilatory support.

(6) HHSregulationsat 45 CFR 46.116 require that the information provided inthe informed consent documents
be in language understandable to the subject. OHRP is concerned that the informed consent document
approved by the CU IRB for this study appeared to include complex language that would not have been
understandable to dl subjectsor thair legdly authorized representatives. In particular, OHRP is concerned that
some of the sentences and terminology were too complex (e.g., “Depending onthe results of the randomization
procedure, either 12 mil/kg or 6 mil/kg of oxygen-enriched ar will initidly be deivered to your lungs”
“ Subsequently, any changesin the valume will be determined by the pressuresinyour airways and by the acidity
of the blood;” and the discussion of risks). Please respond.

(7) HHS regulations at 45 CFR 46.103(a) and 46.103(b)(5) requirethat unanticipated problems invalving risks
to subjects or others be reported to OHRP. On October 7, 1998 an adverse event involving a sub-arachnoid
hemorrhage was reported. It gppears that this was unanticipated, as it was not mentioned in the informed
consent document, and was deemed to be possibly related to the administration of the study drug. OHRP is
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concerned that this was never reported to OHRP and that the informed consent document was not changed to
reflect this new risk. Please respond.

Please submit CU’s response to the above questions and concerns so that OHRP receivesiit no later than March
8, 2002. If uponfurther review of the questions and concerns CU identifies additiona instances of noncompliance
withthe HHS regulaions for protection of humansubjects, pleaseindudedetailed corrective action plans to address
the noncompliance.

OHRP appreciates the continued commitment of your institution to the protection of human research subjects.
Please do not hesitate to contact me should you have any questions.

Sincerdy,

Krigtina C. Borror, Ph.D.
Compliance Oversight Coordinator
Divison of Compliance Oversght

cc. Dr. JamesH. Shore, CU
Ms. Joyce Cashman, CU
Ms. Elizabeth Hoffman, CU
Dr. Richard D. Krugman, CU
Dr. John W. Moorhead, CU
Dr. Boris Draznin, CU
Dr. Edward Abraham, CU
Dr. Christopher Kuni, Co-Chair Pand A
Dr. Ken Eagterday, Co-Chair Pand A
Dr. Allan Prochazka, Co-Chair Pandl B
Dr. Stephen Barlett, Co-Chair Pandl B
Dr. Adam Rosenberg, Co-Chair Pandl C
Dr. David Lawellin, Co-Chair Pand C
Commissioner, FDA
Dr. David Lepay, FDA
Dr. James F. McCormack, FDA
Dr. John Mather, VA
Dr. Greg Koski, OHRP
Dr. Melody H. Lin, OHRP
Dr. Michadl A. Carome, OHRP
Dr. Jeffrey M. Cohen, OHRP
Mr. George Gasparis, OHRP
Mr. Barry Bowman, OHRP



