Office of the Secretary
Office of Public Health and Science

&J'ﬂ“'i‘l’rfﬁr
DEPARTMENT OF HEALTH & HUMAN SERVICES
Officefor Human Resear ch Protections
The Tower Building

1100 Wootton Parkway, Suite 200
Rockville, Maryland 20852

Telephone: 301-402-3006
FAX: 301-402-2071

E-mail: rmeyer @osophs.dhhs.gov

ok Ty

January 7, 2003

William A. Peck, M.D.
Executive Vice Chancdlor for Medica Affairsand Dean

Washington University School of Medicine
660 South Euclid Avenue, Campus Box 8106
St. Louis, MO 63110-1093

Philip A. Ludbrook, M.D.

Asociate Dean and Chair
Washington Universty School of Medicine

Human Studies Committee (IRB)
660 South Euclid Avenue, Campus Box 8089
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Dear Drs. Peck and Ludbrook:
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The Office for Human Research Protections (OHRP) has reviewed Washington University School of
Medicine s (WUSM’s) August 1, 2002 report that was submitted in response to OHRP s June 20,
2002 letter to WUSM regarding the dlegations of possble noncompliance with the Department of
Hedlth and Human Services (HHS) regulations for the protection of human subjects (45 CFR Part 46)
involving the above-referenced research.

Based upon review of your August 1, 2002 report, as well as additiona documentation submitted by
WUSM on December 5, 2002, OHRP makes the following determinations regarding the above-
referenced research:

(1) HHSregulations at 45 CFR 46.116(a)(2) require that in seeking informed consent a
description of any reasonably foreseeable risks or discomforts of the research shdl be provided
to each subject. OHRP finds that the informed consent document approved by the WUSM IRB
for use prior to July 16, 2002 failed to include an adequate description of the reasonably
foreseeable risks of veno-occlusive disease (VOD) of the liver and its potential complications,
including liver failure and desth, known to be associated with the VAC drug regimen.

Corrective Action: OHRP acknowledges that:

(@ TheWUSM IRB has approved arevised informed consent document for the
above- referenced research project, which includes the following statement:

“RISK'S: There are certain risks and discomforts that may be associated with
thisresearch. They include:

Both disease and the trestment are associated with potentidly life-threatening or
fata complications and Sde-effects. Thereisaso therisk of very uncommon
or previoudy unknown side effects. Chemotheragpy agents are drugs that, in
addition to killing tumor cells, can damage normd tissue. These drugs,
however, have been in use long enough o that severe problems can be usudly
avoided. Side effects are usudly reversble when medication is stopped but
occasiondly can persst and cause serious complications or degth. In addition,
when chemotherapy drugs are combined the side effects can be increased.
Therapy with vincrigtine, actinomycin-D and cyclophosphamide as given on this
protocol has been associated with asmall risk of the development of a
potentidly life-threstening condition called veno-occlusive disease of the liver
(VOD). VOD is characterized by eevation of liver enzymes, yelow skin
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(jaundice), tenderness in the abdomen where the liver is located, and
weight gain or sweling. Thereis not an effective treetment for VOD at this

time. If VOD develops, the chemotherapy that you receive may be changed.”

(b) The WUSM IRB has required that the investigators present the information
described in (@) aove to currently enrolled subjects and to obtain Signed confirmation
of the subjects willingness to continue participation in the above- referenced research.

OHRP finds that these corrective actions adequately address the above finding and are appropriate
under the WUSM FWA.

(2) InitsJdune 20, 2002 |etter, OHRP presented the alegation that the research may havefailed
to minimize the risks to subjects, as required by HHS regulations at 45 CFR 46.111(a)(1). In
particular, it was dleged that investigators in the above-referenced research were unaware of
previoudy reported cases of VOD, some of which resulted in subject desth in the above-
referenced research, and as aresult failed to recognize and diagnose in atimely manner the
development of VOD in asubject (DR) who subsequently died from complications related to this
disorder. Based onitsreview of information presented in your report, OHRP finds that this
alegation was not substantiated.

As areault of the above determinations, there should be no need for further involvement of OHRP in
this matter. Of course, OHRP musgt be notified should new information be identified which might dter
this determination.

At thistime, OHRP provides the following additiond guidance regarding the informed consent
document for the above-referenced research:

(3) HHSregulations at 45 CFR 46.116(8)(1) require that when seeking informed consent, each
subject be provided with, among other things, an explanation of the expected duration of the
subject’ s participation.

(& OHRP notes that the above-referenced research project protocol, as amended
June 1, 2002, stated the following:

“APPENDIX V: REQUIRED STUDIES FOR THE POST-THERAPY
FOLLOW-UP PERIOD OF PATIENTSWITH
RHABDOMY OSARCOMA
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1. Geneard Studiesfor All Patients

a After completion of chemotherapy patients will be seen one to two
months during the first year, every three months the second year, every
ax monthsin the third year and yearly theresfter for 10 years. Imaging
of the primary and metadtatic Stes should be done every six months for
two years, than yearly for two year (S¢) during the follow-up phase.
The usud follow-up vigt will include a physicd examinaion, CBC,
platelet count, and chemigtry pand. This may be dtered if there are no
abnormdlities found after three to four months.”

(b) Theinformed consent document that the WUSM IRB approved on July 16, 2002
dated the following:

“How long will you (your child) be on this sudy?

You (Your child) will betreated on this study for about one year. However,
patientswill continue to have physical exams and blood tests for afew years
after treatment so that researchers can continue to observe any effects of

treatment.”

Based on the statement in (&) above, OHRP recommends that the WUSM |RB-approved
informed consent document for the above-referenced research project be revised to provide a
more complete description of the expected duration of the subject’s participation and the number
of required podt-therapy clinicd vists.

OHRP appreciates the commitment of WUSM to the protection of human research subjects. Please

do not hegtate to contact me should you have any questions.

Sincerdy,

Robert J. Meyer
Compliance Oversight Coordinator
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Divisgon of Compliance Oversght

cc. Ms Patricia Scanndl, IRB Administrator, WUSM
Dr. H. James Wedner, Chair, IRB-01, WUSM
Mr. Lloyd J. Vasquez, Chair, IRB-02, WUSM
Dr. Perry Grigsby, Chair, IRB-03, WUSM
Dr. Peter Savin, Barnes-Jewish Hospital
Mr. Ted Fry, S. Louis Children’ s Hospital
Dr. Joan Mauer, CTEP, NCI
Dr. Macolm Smith, CTEP, NClI
Commissioner, FDA
Dr. David A. Lepay, FDA
Dr. Melody H. Lin, OHRP
Dr. Michadl A. Carome, OHRP
Ms. Shirley Hicks, OHRP
Mr. George Gasparis, OHRP
Dr. Harold Blatt, OHRP
Mr. Barry Bowman, OHRP



