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Dear Drs. Burnside and Shank:

The Office for Human Research Protections (OHRP) has reviewed the University of Cdifornia,
Berkeley (UCB) and the Lawrence Berkeley Nationa Laboratory (LBL) September 22, 2000 report
regarding the above-referenced research that was submitted in response to OHRP' s August 7, 2000
letter to UCB and LBL. OHRP apologizes for the ddlay in responding to your report.

Based upon itsreview of your report, OHRP makes the following determinations regarding the above-
referenced research:

(1) Department of Health and Human Services (HHS) regulations at 45 CFR 46.116(d)
require that the Ingtitutional Review Board (IRB) find and document four specific criteriawhen
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gpproving waiver or dteration of some or dl of the required eements of informed consent.
OHRP sreview of IRB documents reved no evidence that the IRB satisfied this requirement
for the above-referenced research.

Corrective Action: OHRP acknowledges that the UCB IRB is strengthening its
documentation requirements by providing more explicit statements of the criteria on which such
decisons are made, and amore detailed and complete record of the rationale for atering or
eliminating standard eements of informed consent in specific cases such asthis. UCB/LBL dso
is conddering a policy limiting the amount of time that research projects may continue to receive
expedited reviews to ensure that any changes in regulation, policy, or standards of accepted
practice are applied uniformly. OHRP finds that these corrective actions adequately address
the above finding and are gppropriate under the UCB/LBL FWA.

Asaresult, OHRP is cloang its investigation and anticipates no need for further involvement in this
matter. Of course, OHRP must be natified should new information be identified which might dter this
determination.

At thistime, OHRP provides the following additiona guidance:

(2) HHS regulations at 45 CFR 46.116 dtate that, except as provided esewhere in the
regulations, no investigaetor may involve a human being as a subject in research covered by the
regulations unless the investigator has obtained the legdly effective informed consent of the
subject or the subject’ s legally authorized representative. HHS regulations at 45 CFR
46.102(c) define alegdly authorized representative as an individud or judicia or other body
authorized under applicable law to consent on behdf of a prospective subject to the subject’s
participation in the procedure(s) involved in the research. OHRP notes that the NRHS Follow-
up Questionnaire gpproved by the IRB on 9/25/98 dlowed for “ Signature of next-of-kin, if
participant is unable to Sgn” for permisson to release medica information and for informed
consent for the follow-up survey. OHRP recommends that UCB/LBL seek advice from lega
counsd regarding whether or not under Californialaw a* next-of-kin” is alegdly authorized
representative who can consent to a subject’ s participation in such research procedures.

(3) HHS regulations at 45 CFR 46.116(d) state that an IRB may approve a consent procedure
which does not include, or which dters, some or dl of the eements of informed consent set
forth in this section, or waive the requirements to obtain informed consent provided the IRB
finds and documents that:

(8) the research involves no more than minimd risk to the subjects;

(b) the waiver or dteration will not adversely affect the rights and welfare of the
subjects;

(¢) the research could not practicably be carried out without the waiver or dteration;
and
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(d) whenever appropriate, the subjects will be provided with additional pertinent
information after participation.

OHRP acknowledges UCB/LBL’ s statement that the IRB’ s decision to waive certain elements
of informed consent was in compliance with its MPA. However, OHRP notes that the third
criterion, that the research could not practicably be carried out without the waiver or ateration,
may not have been satisfied for thisresearch. The principal investigator stated that space
limitations of the magazines in which some of the surveys were printed prohibited him from
including dl the e ements of informed consent. However, on February 5, 1998, the IRB
gopproved aversion of the survey/informed consent that was required by the DOD which
included many more of the required dements of informed consent. It is difficult to see how the
other surveys would have been impracticable to carry out by including these and other required
elements, particularly for the web-based version of the questionnaire, as well as questionnaires
that were mailed to subjects, which did not have the same space restraints as those printed in
magazines. OHRP strongly recommends that the UCB/LBL IRB ensure, when approving a
waiver or dteration of the informed consent requirements for smilar research, that the research
could not practicaly be carried out without the waiver or dteration.

(4) OHRP notes that when reviewing protocol applications, the IRB must receive sufficient
information to make the determinations required for approva of the proposed research under
HHS regulations at 45 CFR 46.111. OHRP notes that the 1996 grant application to NHLBI
stated that questionnaires would be sent to selected non-responders to ask why the person did
not respond. Thereis no evidence that the UCB/LBL IRB reviewed and gpproved this
questionnaire. Such questionnaires should be provided to the IRB for review and agpproval.

(5) HHSregulations at 45 CFR 46.116 State that, except as provided elsewhere in the
regulations, no investigaetor may involve a human being as a subject in research covered by the
regulations unless the investigator has obtained the legdly effective informed consent of the
subjects or the subject’ s legaly authorized representative, under circumstances that minimize
the possihility of coercion or undue influence.

OHRP notes that the investigators conducting the above-referenced research were repeatedly
sending questionnaires to non-responders unless the questionnaire was returned as “refused.”
When the IRB required that a statement to this effect be put on the questionnaires, the principd
investigator requested that this requirement be removed because he felt that many participants
would fed that thereis no time urgency to respond and would wait for the next questionnaire to
arrive before replying, increasing the cost of the research. This request of the principa
investigator was gpparently honored, even though the convened IRB stated that the project be
approved provided that condition, among others, was met. OHRP recommends that such
recruiting practices be reviewed in the light of the possibility for coercion or undue influence.

(6) HHS regulations at 45 CFR 46.103(b)(4)(iii) require that the IRB review and approve all
proposed changes in aresearch activity, during the period for which IRB approva has aready
been given, prior to initiation of such changes, except when necessary to diminate gpparent
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immediate hazards to the subjects. OHRP notes that the principa investigator may not be
aware of thisrequirement. A January 3, 1994 memo from the principd investigator to the chair
of the IRB gtated “I would benefit from a clearer description of what congtitute minor changes
that do not require prior gpproval, and what congtitutes significant changes that requires
gpprova from the committee prior to their implementation.” OHRP recommends that the IRB
provide guidance for the investigator regarding this important request, if it has not dready done
0.

(7) Written IRB policies and procedures should provide a step-by-step description with key
operationa details for each of the procedures required by HHS regulations at 45 CFR
46.103(b)(4) and (5):

(8 The procedures which the IRB will follow for determining which projects require
review more often than annudly.

(b) The procedures which the IRB will follow for determining which projects need
verification from sources other than the investigators that no materid changes have
occurred since previous IRB review.

(¢) The procedures which the IRB will follow for ensuring prompt reporting to the IRB
of proposed changes in aresearch activity, and for ensuring that such changesin
approved research, during the period for which IRB approval has dready been given,
may not be initiated without IRB review and approval except when necessary to
eliminate gpparent immediate hazards to the subject.

OHRP strongly recommends that the IRB procedures be revised to include these operational
details, if this has not aready been done.

(8) The minutes of the February 21, 1992 IRB mesting include a discusson of whether the
exemption at 45 CFR 46.101(b)(1) could apply to research involving teacher staff meetings.
The minutes indicate that use of this exemption for such research would be acceptable “ because
risksto subjects are minimd.” OHRP notes that this particular exemption is only gpplicable to
“research conducted in established or commonly accepted educationd settings, involving
normal educationd practices.”

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

Sincerdly,

Krisina C. Borror, Ph.D.
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