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Vice Provost for Faculty Affairs,
Universty Admin

Univergaty of Miami

P.O. Box 248033

Coral Gables, FL 33124-4628

Norman Altman, VMD

Vice Provost for Research
Univergaty of Miami

1600 N.W. 10" Avenue (R-64)
Miami, FL 33101

RE: Human Subject Research Protections Under Multiple Project Assurance (MPA) M-
1196 and Federalwide Assurance FWA-2247

Research Project: Sdenium Therapy to Sow HIV Progression in IDU’s
Principal Investigator: Marianna Baum, Ph.D.

HHS Project Number: RO1 DA113278

MU Protocol Number: 97/084

Resear ch Project: Neur oprotectionwithSelenium Therapy inHIV-positivel DU’ s(Sdenium
Therapy Trial Cognition Study)

Principal Investigator: Gail Shor-Posner, Ph.D.

HHS Project Number: RO1 DA12797

MU Protocol Number: 98/700

Dear Drs. Ullmann and Altman:

The Officefor Human Research Protections (OHRP) hasreviewed your October 8, 2002 and November
26, 2002 correspondence regarding the above-referenced research conducted at the University of Miami
(UM) that was submitted in response to OHRP s August 5, 2002 |etter.
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Based on its review, OHRP makes the following determinations:

(1) Depatment of Heath and Human Services (HHS) regulations at 45 CFR 46.103(b)(4)(iii)
require that the Ingtitutional Review Board (IRB) review and gpprove al proposed changes in a
research activity, during the period for which IRB approva has aready been given, prior to
initiation of such changes, except when necessary to eiminate gpparent immediate hazardsto the
subjects. OHRP finds that the following additiond protocol changes were implemented without
UM IRB gpprovd:

(& Inyour duly 31, 2000 |etter to OHRP, UM expressed concernthat theinvestigator was
not conducting adequate data and safety monitoring as caled for in the protocol, which
stated that study personnel would vist the subjects once per monthto ddliver the study pills
and conduct abrief interview regarding the acceptability of the supplementsaswdl asside
effects. The protocol listed monthly assessments for excessive sdlf-adminigration asthe
magor safety feature of the intervention, and stated that “[p]articipants will be vigoroudy
monitored for Sgns of sengtivity and toxicity.” However, the research team apparently did
not learn about severa subject deaths until many months after the subjects died. In
addition, a December 18, 2000 audit of the study by an outside auditor found that a
sgnificant percentage of subjectswere not being seenin adherencewiththe timeinesinthe
approved protocol. OHRPfindsthat subjectswerenot being visited monthly, asstipulated
by the IRB-approved protocol.

(b) Protocol # 97/084 stated that subjects would be paid $25 for each clinic assessment
and $10 for dl other vists. However, a December 18, 2000 audit of the study by an
outside auditor found that study staff indicated they were paying $15 for study vidts at 3-
month intervals. The audit and OHRP's review of the IRB records reveded no
documentation of UM IRB review and approva of this change in subject compensation.

(c) Protocol # 97/084 stated that blood would be drawn from subjects every 6 months.
However, aDecember 18, 2000 audit of the study by an outside auditor found that blood
was being drawn every 3 months. The audit and OHRP' s review of the IRB records
revedled no documentation of UM IRB review and gpprovad of this change in study
procedures.

(d) For protocol # 97/084 the IRB approved use of bioimpedence to measure body fat
inFebruary of 2000. However, a December 18, 2000 audit of the subject records by an
outside auditor indicated that bioimpedence measurements were conducted for the study
as early as September of 1998.

Corrective Action: OHRP acknowledgesthat the UM IRB has implemented numerous changes
sincethis protocol was active. The changes include the fallowing: (i) amandatory, comprehensive
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educationand training programinthe protection of humansubjectsfor dl key personnd; (i) weekly
seminarsto discuss specific topics; (iii) indtitution of the requirement that IRB members complete
both intengve initid and ongoing education; and (iv) establishment of an Office of Research
Compliance to perform random and for-cause sdentific audits and reviews of human subjects
protocols.

(2) OHRP finds that the informed consent documents reviewed and gpproved by the IRB for
protocol #97/084 failedto adequatel y address the following eementsrequired by HHS regulations
at 45 CFR 46.116 (a):

(a) Section 46.116(a)(1): a complete description of the procedures to be followed, and
identification of any procedures which are experimenta. In particular, OHRP notes the
following:

(i) The protocol for #97/084 included a physica exam, wrine drug tests, and
monthly questionnaires;, these were not described in the informed consent
document.

(i) The protocols for these studies included a one month placebo run-in, “to
minimize non-compliance.” Theinformed consent documentsdid not Satethat all
subjectswould be receiving placebo for ashort time at some point inthe study, but
stated “participants will be randomly assigned to receive either the nutritional
supplementation, or placebo.”

(b) Section 46.116(a)(2): A description of any reasonably foreseeable risks and
discomforts to the subject.

(i) Theinformed consent document for protocol #97/084 did not describe the risks
of selenium overdose.

(i) A March 16, 2000 memo from Dr. Baumto the IRB responded to a request
by the IRB for changesto the informed consent document, induding mentionof the
risks involved if there is a breach of confidentidity of the sendtive information
being solicited from the subjects. The investigator stated that “[n]o breach of
confidentidity of this sengtive information is expected because no names will be
used-coded study numbers will be used to identify dl records asindicated inthe
revised consent form.” However, because the information is coded, it is ill
possible that there could have been abreach of confidentidity. The IRB did not
press this further and the change was not made to the informed consent document.

Corrective Actions: OHRP acknowledgesthat, in additiontothe corrective actions noted initem
(2) above, UM hasmade a sgnificant invesment in the Human Subj ects Research Officeinduding
the additionof two medica IRBs, anincreaseinthe meeting schedule of the Social and Behaviora
IRB, and the addition of three IRB adminigtrators and seven support saff. In addition, the UM
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IRB hasestablished aweb page for humansubjectsresearch, a“ Protocol Review Check-Off Ligt”
used for review of new protocols, and the IRB Administrators now conducts pre-review of
protocols submitted for review and, dong with the primary reviewer, complete a “Reviewer
Checklist for New Protocols.”

(3) HHS regulations at 45 CFR 46.116 require that informed consent informationbe in language
understandable to the subject or the subject’ slegdly authorized representative. OHRP findsthat
the informed consent document approved by the IRB for these studies appeared to include
complex language that would not be understandable to al subjects. For example, the informed
consent document for protocol #97/084 included phrases such as nutritional supplementation,
immune disturbances, venipuncture, aitributable; and the informed consent document for protocol
#98/700 included phrases such as cognitive impairment, and psychologicd distress.

Corrective Actions. OHRP acknowledgesthat the UM IRB now stresses the importance of full
and proper presentation of the study in the informed consent document, and that the language be
inlayperson terms that is understandable to the subject. Responghility for reviewing theinformed
consent document language is dso addressed in the “Reviewer Checklist” and the “IRB
Adminigrator Checklist.”

(4) In accordance with HHS regulations at 45 CFR 46.103(b) and 46.109(a), the IRB must
review and gpprove al non-exempt human subject research covered by anassurance. Thegrant
goplications for both protocols #97/084 and #98/700 referred to a pilot sudy in which small
numbers of HIV-pogtive drug users were given either selenium or placebo to determine the
efficacy of seenium in dowing disease progresson and dowing mentd decline. UM gdated inits
October 8, 2002 report to OHRP that the UM IRB had no record of the pilot study in question
being reviewed and gpproved by the UM IRB during the period for which the grant was active,
athough the principal investigator certified to the funding agency inthe pilot study grant application
that the project had received IRB review and approval. Asaresult, OHRPfindsno evidencethat
the pilot study was reviewed and approved by the UM IRB.

Corrective Action: OHRP acknowledgesthat UM will make changesto the protocol gpplication
form that requests the IRB approva number for any preliminary dataincluded as part of the new
applicationsubmisson. In addition, UM will instruct IRB membersto review materids submitted
(e.g. grat proposals ) to ensure that any preiminary data presented includes reference to the
approva IRB protocol number and date under which the preliminary data was obtained.

OHRRP finds that the corrective actions listed above adequately address OHRP' s findings and are
appropriate under the UM FWA. Asaresult, OHRP is closing the case and there should be no need for
further involvement of OHRP in this matter. Of course, OHRP must be notified should new information
be identified which might dter this determination.
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OHRP appreciates the continued commitment of your inditution to the protection of human research
subjects. Please do not heditate to contact me should you have any questions.

Sincerdly,

Krigtina C. Borror, Ph.D.
Compliance Oversight Coordinator
Divisgon of Human Subject Protections

cC. Ms. MariaJ. Arnold, UM
Dr. Arturo Brito, UM IRB A Chair
Dr. Stephen Cohn, UM IRB B Chair
Dr. Stephen P. Richman, UM IRB C Chair
Dr. Stephen Sgpp, UM Socid and Behaviora IRB Chair
Dr. Gall Shor-Posner, UM
Dr. Wendy Badwin, NIH
Dr. Glen R. Hanson, NIDA
Dr. Laura Rosenthd, NIDA
Commissioner, FDA
Dr. David Lepay, FDA
Dr. Melody Lin, OHRP
Dr. Michadl Carome, OHRP
Dr. Jeff Cohen, OHRP
Mr. George Gasparis, OHRP
Ms. Jan Waden, OHRP
Mr. Barry Bowman, OHRP



