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Dear Dr. Kohler:

As you know, the Office for Human Research Protections (OHRP) conducted an on-gite eva uation of
human subject protection procedures a the Oregon Hedth & Science University (OHSU) on October
2-4, 2002. While OHRP issued determinations on October 4, 2002 regarding generd human subjects
protections at OHSU, OHRP was not prepared at that time to present findings related to the SATURN

studly.
At thistime, OHRP makes the following determinations regarding the SATURN studly.

(1) OHRP finds that mandatory drug testing of student athletesis an integra part of the design
of the SATURN research protocol. OHRP finds that the principa investigator designed a
research study in which the gods of mandatory drug testing of student athletes and the scientific
ams of the study are so closdly interwoven asto be indistinguishable. The particular nature of
the sudy design may have prevented both the OHSU Indtitutional Review Board (IRB) and the
investigators from clearly recognizing that the drug testing is an integrd part of the study.

OHRP s conclusion that the mandatory drug testing of student athletesis part of the sudy
design is supported by the following observations:
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(8) The specific ams stated in the IRB- gpproved research protocol included the
evaudion of the drug testing.

(b) The IRB-approved protocol included detailed descriptions of the drug testing.

(c) The study design relies on arandomized intervention, i.e., randomization of groups
of student athletes by school to either mandatory drug testing or to no drug testing. The
principa investigator acknowledged during the interview with the Ste vigt team that the
Sudy was an intervention study.

(d) The co-investigator acknowledged during the interview with the Ste vigt team that
the drug testing isintegral to the research project. She aso acknowledged that the
investigators needed to control the drug testing methodology to ensure the success of
the protocol. This need to control al facets of the drug testing for the sake of the
SATURN research study is readily gpparent in multiple communications between the
research team and the participating school digtricts.

(e) Thedirector of the drug testing lab isidentified in the grant application as
professond taff for the protocol, and elsewhere as a research collaborator.

(f) Theinvestigators strongly influenced school drug testing policy. Mog, if not dl, of
the schools participating in the SATURN study had no drug testing policies prior to
being approached by the SATURN investigators. Severa schools had not even
considered drug testing athletes until approached by the SATURN investigators. At
least one school had considered drug testing of athletes, but could not implement such
testing prior to participating in the research, mostly due to cost consderations. The
SATURN investigators provided sample drug testing policies to the schoals, which,
even if these policies were open to some modification by the schoals, placed the
investigators in a policy-setting role,

(9) Theinvestigators are physcaly involved in the collection of the drug test samples
and serve astheinitia recipients of the drug test results, which are then relayed to the
schools.

(h) The SATURN project pays for the drug testing.

(2) HHSregulations a 45 CFR 46.116 require, among other things, that the investigator shall
seek informed consent only under circumstances that minimize the possibility of coercion or
undue influence. OHRP finds that the circumstances under which subjects were enrolled and
the study was conducted failed to meet this requirement. In particular, OHRP notes the
fallowing:
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(@ As noted above, the mandatory drug testing of student athletesis an integral part of
the SATURN research protocol design, and includes the requirement that participating
schools disqudify students from athletics if they refuse to undergo the drug screening
required by the research project. Asaresult, the research environment included the
threat of being disqudified from athletics if astudent did not participate in the research
(which includes the drug testing), and was therefore coercive.

(b) The use of high school principas and coaches to solicit assent from their Sudents
and parental permission raises serious questions as to the perceived voluntariness of

participation.

(c) The open classroom setting for distribution and completion of research surveys, in dl
likelihood, resulted in an undue influence for some students. Students might reasonably
be expected to fed pressure to participate in the research if the mgority of their peers
were obvioudy participating. Some students may fear that they would be seen as
having something to hide (e.g., drug use) if they did not participate. The principa
investigator acknowledged, during the Site visit interviews, the potentia for peer
pressure in the completion of the research questionnaires.

(d) Correspondence and interviews suggested there were monetary and practicd
incentives for the schools to have drug testing policies implemented via the SATURN
project. Such incentives may have contributed further to an environment in which the
possihility of coercion or undue influence was not minimized.

(3) HHS regulations at 45 CFR 46.103(b)(4)(iii) require that the IRB review and approve al
proposed changes in aresearch activity, during the period for which IRB approva has dready
been given, prior to initiation of such changes, except when necessary to iminate gpparent
immediate hazards to the subjects. OHRP finds that the following protocol changes were
implemented without IRB review and gpproval:

(8 The investigators provided incentives to SATURN schools to encourage the
collection and return of questionnaire consent forms.

(b) Theinvestigators provided one SATURN school with a“script for phone cdls’ to
parents urging them to sign the consent forms.

(c) The protocol stated “Postive test results will be sent from the ... laboratory to the
school, and the school will send a copy to the investigator” and “a copy of the test
results will be sent by schoal officids to the investigators only for those students who
have consented to be in the sudy.” However, the investigator reported to the Site visit
team that all test results were sent to the researchers and then relayed to the schools.
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(d) The protocol stated “Teachers will not be involved with data collection.” However,
interviews by OHRP with staff a severd of the participating schools indicated that
teachers handed out and collected the questionnaires at some of the schools.

(4) HHS regulations at 45 CFR 46.116 Sate that, except as provided €l sewhere 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 legally effective informed consent of the
subject or the subject’ s legdly authorized representative. Under HHS regulations at 45 CFR
46.408(a) and (b), the IRB shdl determine that adeguate provisions are made for soliciting the
assent of the children, when in the judgment of the IRB the children are capable of providing
assent, and, in accordance with and to the extent that consent is required by 45 CFR 46.116,
that adequate provisons are made for soliciting the permission of each child’s parents or
guardian for the children to participate in the research. HHS regulations at 45 CFR 46.117 and
46.408(d) require that informed consent and parental permission be documented by the use of
written forms gpproved by the IRB and signed by the subject, the subject’ s legdly authorized
representative, or parent or guardian, unless the IRB waives these requirements in accordance
with HHS regulations at 45 CFR 46.117(c). HHSregulations at 45 CFR 46.408(€) require
that when the IRB determines that child assent is required, it aso shdl determine whether and
how assent must be documented. Of note, the IRB-approved protocol for this study required
that investigators document the assent of the student athletes and permission of their parents
with sgned assent and permission forms.

OHRP finds that the SATURN investigators initiated human subjects research without meeting
these requirements for some subjects in thisresearch. In particular, OHRP notes the following:

(8 Questionnaires were administered to some children prior to obtaining subject’s
written assent and parenta permisson, relying on student self-report of assent and
permisson.

(b) OHRP is concerned that some schools are providing, a the request of the project
coordinator, identifiable private information (name and the fact that they do not wish to
participate in the research) of non-consenting student athletes.

(c) Investigators reported that they received more questionnaires than assent and
permission forms from children in the SATURN study.

(5) OHRP finds that the informed consent documents reviewed and approved by the IRB for
the SATURN study failed to include or adequately address the following elements required by
HHS regulations at 45 CFR 46.116(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
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following:

(i) Thereis no statement in the informed consent document that the research
involved randomization of high schools to either a prospective drug prevention
efficacy am (using random, mandatory drug survelllance and dcohol testing
procedures) or no drug testing control group. Furthermore, the informed
consent document may have mided subjects into thinking that the drug testing is
not part of the research design.

(i) Thereis no satement in the informed consent document that parents will be
notified of postive drug test results.

(iii) Thereis no description of the “longitudina study” as referenced in OHSU' s
July 11, 2001 report to OHRP. This report also stated that “[s]tudents who
agree to participate but who wish to recuse themsdves from the longitudina
study may complete a questionnaire anonymoudyy... participation in the study
(with longitudind tracking) is gtrictly voluntary and will not impact their
participation in sports or other school programs.” However, thiswas not
clearly described in the informed consent documents.

(iv) Severd parts of the informed consent document for the student athletes and
materias sent to thelr parents and schools implied that completion of the
questionnaires was the only aspect of the research.

(b) Section 46.116(a)(5): A statement describing the extent, if any, to which
confidentidity of records identifying the subject will be maintained. OHRP finds that the
description of the coding of samples and data, handling of identifiers, and sharing of
information in the informed consent document is confusing and incongistent in places.

(6) HHS regulations at 45 CFR 46.111(a) State that, in order to approve research covered by
the regulations, the IRB shdl determine that certain requirements are satisfied. OHRP finds that
the investigators failed to ensure that the following requirementswere satisfied during the
conduct of the research:

(& 45 CFR 46.111(a)(1): Risksto subjects are minimized, by using procedures which
are cons stent with sound research design and which do not unnecessarily expose
subjectstorisk. It was clear from multiple interviews with the research team and staff
from the participating schools that the school-based personnel were inadequately
trained by the research team and did not follow uniform procedures for obtaining and
documenting parental permission and subject assent and for collecting subject data.
Such deficiencies reflect afailure to follow procedures cons stent with sound research
design.
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(b) 45 CFR 46.111(a)(7): When appropriate, there are adequate provisions to protect
the privacy of subjects and to maintain the confidentidity of data. Correspondence
between the investigators and the schools as well asinterviews with research team
members indicated that, on at least one occasion, numerous signed informed consent
documents were lost by the schoals.

(7) HHSregulations at 45 CFR 46.103(a) require that each ingtitution "engaged” in human
subjects research that is conducted or supported by HHS provide OHRP with a satisfactory
assurance of compliance with the regulations, unless the research is exempt under 45 CFR
46.101(b). (Please see OHRP guidance at

http://ohrp.osophs.dhhs.gov/humansubj ects/assurance/engage.htm)

An indtitution becomes "engaged” in human subjects research when its employees or agents (i)
intervene or interact with living individuas for research purposes; or (ii) obtain individualy
identifiable private information for research purposes [45 CFR 46.102(d),(f)].

OHRP finds thet (8) dl of the participating SATURN high schools were engaged in human
subjects research funded by HHS and (b) none of these sites obtained an OHRP-approved
assurance for this research.

OHRP Action

In view of the above determinations and in order to ensure adequate protections for human subjects,
the Office for Human Research Protections hereby restricts the OHSU Assurance (FWA-161). Under
this regtriction, the applicability of FWA-161 to the above-referenced research project (the SATURN
study) is suspended, effective immediately. Under this suspension, no new subjects may be enrolled in
the SATURN study and research interventions and interactions with currently enrolled subjectsin the
SATURN study must be suspended.

Required Actions

(1) OHSU must develop a satisfactory corrective action plan to address dl deficiencies and
concerns described above as a condition for OHRP consideration of remova of the restriction
on the OHSU FWA.

(2) The IRB must re-review the SATURN protocol. Thisreview must include review of the
complete grant application, and should consider the need to re-consent aready- enrolled
subjects. Initsreview, the OHSU IRB should determine that the following requirements are
satisfied:

(8 Risksto subjects are minimized.

(b) Risks to subjects are reasonable in relation to anticipated benefits, if any, to
subjects, and the importance of the knowledge that may reasonably be expected to
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result.
(c) Selection of subjectsis equitable.

(d) Informed consent will be sought from each prospective subject or the subject’s
legally authorized representative.

(€) Informed consent will be gppropriately documented. This includes ensuring thet the
investigator seeks consent only under circumstances that provide the prospective
subject or the subject’ s representative sufficient opportunity to consder whether or not
to participate and that minimize the possibility of coercion or undue influence.

(f) When appropriate, the research plan makes adequate provision for monitoring the
data collected to ensure the safety of subjects.

(9) When appropriate, there are adequate provisions to protect the privacy of subjects
and to maintain the confidentiality of data

(h) When some or dl of the subjects are likely to be vulnerable to coercion or undue
influence, additiona safeguards have been included in the study to protect the rights and
welfare of these subjects.

(3) OHSU should ensure that proper assurance mechanisms are put into place for the
participating schools. Please contact George Gasparis, Director, Divison of Assurances and
Quality Improvement, OHRP at 301-402-5164 for assistance.

OHRP encourages OHSU to develop its corrective action plans expeditioudy, and forward them to
OHRP for review as soon as possible. OHRP is available to assst OHSU in the development and
implementation of these corrective action plans. Do not hesitate to contact me should you have any
guestions.

Sincerdly,

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

CC: Dr. Gary T. Chiodo, OHSU IRB#1 & #3 Chair
Dr. Susan Hansen, OHSU IRB#2 Chair
Dr. William C. Jacobs, Western IRB Chair
Dr. Charlotte Shupert, Compliance Manager, OHSU
Dr. Wendy Baldwin, Deputy Director for Extramura Research, NIH
Dr. Glen R. Hanson, Director, NIDA
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Dr. Greg Koski, OHRP

Dr. Melody Lin, OHRP

Dr. Michagl Carome, OHRP
Dr. Jeff Cohen, OHRP

Mr. George Gasparis, OHRP
Dr. Kamd Mitta, OHRP
Mr. Barry Bowman, OHRP



