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Office for Human Resear ch Protections
The Tower Building

1101 Wootton Parkway, Suite 200
Rockville, Maryland 20852

Telephone: 301-435-0062

FAX: 301-402-2071

June 10, 2002

Dr. Gerad Litwack

Vice Dean for Research
Jefferson Medica College
Thomeas Jefferson University
233 South 10" Street

Suite 350 B.L.SB.
Philadelphia, PA 19107-5541

RE: Human Research Protections Under Multiple Project Assurance (MPA) M-115

Resear ch Protocal: A Multi-Center, Phasell/Ill, Randomized, Double-Blind, Placebo-
Controlled Trial of Lisofyllineand Controlled Ventilation in Patientswith Acute Lung
Injury and Acute Respiratory Distress Syndrome

IRB Protocol #: 96.0563

Principal Investigator: Jonathan E. Gottlieb, M.D.

HHS Project Number: NO1-HR46058

Resear ch Publication: Ventilation with Lower Tidal Volumes as Compared with
Traditional Tidal Volumesfor Acute Lung Injury and the Acute Respiratory Distress
Syndrome (N.Engl. J Med 2000;342:1302-8)

Dear Dr. Litwack:

The Office for Human Research Protections (OHRP) has reviewed Thomas Jefferson University’s
(TIU’s) April 24, 2002 report regarding the above-referenced research, submitted in response to
OHRP s January 30, 2002 letter. Based upon its review, OHRP makes the following determinations
concerning TJU' s oversight of this research:

(1) Department of Hedlth and Human Services (HHS) regulations at 45 CFR 46.116 dipulate
that, except as provided € sawhere under the HHS regulations, no investigator may involve a
human being as a subject in research unless the investigator has obtained the legally effective
informed consent of the subject or the subject’ s legdly authorized representative. HHS
regulaions at 45 CFR 102(c) define alegaly authorized representative as an individud or judicid
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or other body authorized under applicable law to consent on behaf of a prospective subject to
the subject’ s participation in the procedure(s) involved in the research. In its January 30, 2002
letter, OHRP noted that 38 subjects enrolled in the above-referenced research at TJU were
unable to provide legdly effective informed consent and consent for these subjects instead was
obtained from another individua (spouse, parent, adult sibling, adult child, aunt, legal guardian,
legal power of attorney, or “impartia third party”). OHRP expressed severa concerns regarding
the legd bassfor such individuas serving as legdly authorized representatives for the subjects
under gpplicable state law. Based upon its review of TIU’'s April 24, 2002 report, OHRP
acknowledges the following:

(& Pennsylvanialaw authorizes a*legdly responsible person” to consent to asubject’s
participation in medica research procedures.

(b) Pennsylvanialaw does not define who congtitutes a “legally responsible person” for
this purpose.

(©) T interprets gpplicable Pennsylvania law as authorizing close family members of a
subject, aswell as an individual appointed a subject’s durable power of attorney, to
consent on behdf of the subject to the subject’ s participation in the procedures involved
in medical research.

OHRRP finds that TJU’ s response adequately addresses OHRFP s concerns regarding the issue of
legally authorized representatives.

(2) InitsApril 24, 2002 letter, paragraph 2(c), TJU reported that for subject 0720002 in the
above-referenced research, informed consent was obtained from a socia worker employed by
TJU Hospital. OHRP finds that for subject 0720002, informed consent was not obtained in
accordance with the requirements of HHS regulations at 45 CFR 46.102(c) and 45 CFR
46.116.

Corrective Action: OHRP acknowledges that TJU’ s current policy does not authorize socid
workers to serve as legally authorized representatives for research in accordance with 45 CFR
46.102(c) and 45 CFR 46.116.

(3) OHRP finds that TJU has adequately addressed the additiona concernsraised in OHRP' s
January 30, 2002 |etter.

Asaresault of the above determinations there should be no need for further involvement of OHRP in this
maiter. Of course, OHRP must be notified should new information be identified which might dter this
determination.

At thistime, OHRP provides the following additiona guidance in responseto TIU’s April 24, 2002
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|etter:

(4) HHS regulations at 45 CFR 46.116(d)(3) for waiving the requirements for obtaining
informed consent require that the IRB find and document that the research could not practicably
be carried out without the waiver. Please note that mere inconvenience in contacting individuasis
not ajudtification for concluding that obtaining informed consent isimpracticable.

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

Sincerdy,

Caral J. Wéil, JD.
Divison of Compliance Oversght

cc.  Dr. Nea Nathanson, U Penn
Dr. Joseph Sherwin, Director of Regulatory Affars, U Penn
Dr. David G. Brock, Chairperson, IRB-01, TJU
Dr. Stephen P. Weingtein, Chairperson, IRB-02, TJU
Dr. Gregory Mokrynski, Chairperson, IRB 03XB, TJU
Dr. George Kdf, TIU
Dr. Greg Koski, OHRP
Dr. Mdody H. Lin, OHRP
Dr. Michael Carome, OHRP
Mr. George Gasparis, OHRP
Dr. Jeffrey Cohen, OHRP
Mr. Hd Blait, OHRP
Mr. Barry Bowman, OHRP
Commissioner, FDA
Dr. David Lepay, FDA



