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answering service, and the Data and Safety Monitoring plan. Patients will be informed of
the possible side effects from the study medication. Vital signs will be monitored regularly.
Similarly, sodium levels and EKG will be monitored throughout the study. A study physician
will be available by pager at all times for prompt assessment of any concerns (e.qg., clinical
worsening) or potential adverse reactions. Subjects are asked to identify a family member
or other person who can be contacted by research staff to discuss depressive symptoms
and concerns about subject’s clinical status. Specific endpoints that will result in removal of
a subject from the study include: if a subject develops side effects or medical complications
that cannot be satisfactorily treated by a decrease in dosage, if a subject develops incident
psychopathology (such as psychosis, delirium, or severe agitation) that requires treatment
with another psychotropic (such as an antipsychotic agent), or if a subject’s suicidality is
deemed too severe to be managed in the context of the study. These subjects will be
referred for appropriate follow up care based on their needs and preferences.

5.2
What steps will be taken in the event that a clinically significant, unexpected

disease or condition is identified during the conduct of the study?

* Addressed below:

During screening, if a clinically significant and/or unexpected disease or condition is
detected, the individual will be encouraged to follow-up with their primary care physician or
report to an emergency room. The PI of the study will always be on call to assist the
screening clinician with 1) further evaluation of the detected disease/condition and 2)
assuring that appropriate referrals for safe follow-up care are provided to the individual. If a
person is deemed to be suicidal, we will follow our internal suicide assessment plan.

Should anything previously unknown be found on the MRI that is of clinical relevance, it will
be reviewed immediately by a radiologist. The PI will review the findings with the patient

and give an appropriate referral. A copy of the MRI will be burned to a disc and provided to
the patient if requested.

5.3 All the risk questions (screening, intervention/interaction, follow-up) have been merged into
one question (5.1).

[reviewer notes—]

5.4 Do any of the research procedures pose a physical or clinically significant
psychological risk to women who are or may be pregnant or to a fetus?

* No

[reviewer noteso]

5.5 Do any of the research procedures pose a potential risk of causing genetic
mutations that could lead to birth defects?

* No
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[reviewer notes—],

5.6

Are there any alternative procedures or courses of treatment which may be of
benefit to the subject if they choose not to participate in this study?

* Yes - Describe below:
If Yes, describe in detail:

Subjects can choose to not participate or choose to seek a second opinion to receive
alternative treatment for their depression symptoms.

[reviewer noteso]

5.7

Describe the specific endpoints (e.g., adverse reactions/events, failure to
demonstrate effectiveness, disease progression) or other circumstances

(e.g., subject’'s failure to follow study procedures) that will result in discontinuing
a subject’s participation?

* Describe below:

Endpoints related to depression treatment: If subjects are determined by the research team
to be unable to follow study requirements, such as attend appointments, or participate in
research assessments. If a subject develops side effects or medical complications that
cannot be satisfactorily treated by a decrease in dosage, or if a subject develops incident
psychopathology (such as psychosis, delirium, or severe agitation) that requires treatment
with another psychotropic (such as another antipsychotic agent), or if a subject's suicidality
is deemed too severe to be managed in the context of the study. These subjects will be
referred for appropriate follow up care based on their needs and preferences.

Endpoints related to the MRI include: inability to return for the post-treatment scan, any
adverse reaction to the pre-treatment scan, and the presence of any exclusion criteria (e.g.,
metal in body).

[reviewer notes—],

5.8

5.8.1

Will any individuals other than the investigators/research staff involved in the
conduct of this research study and authorized representatives of the University
Research Conduct and Compliance Office (RCCO) be permitted access to research
data/documents (including medical record information) associated with the
conduct of this research study?

* Yes

Identify the 'external’ persons or entity who may have access to research
data/documents and the purpose of this access:

The National Institute of Mental Health (the sponsor of this study) may choose to audit and
review our research data.

Authorized representatives or other affiliated health care providers (such as lab personnel,
pharmacy staff, neuropsychological staff) may also have access to identifiable information
related to individuals' participation in this research study for the purpose of (1) fulfilling
orders, made by the investigators, for hospital and health care services (e.g., laboratory
tests, diagnostic procedures) associated with research study participation; (2) addressing
correct payment for tests and procedures ordered by the investigators; and/or (3) for
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internal hospital operations (i.e., quality assurance).

Participants may need transportation through Corporate Sedan/VauxCo Limousines or a
taxi service. Subject name and address will be given to the driver, but no description of the
research study will be made available.

We may also release deidentified research records to the National Institute of Mental
Health Data Archive (NDA).

To protect participant confidentiality, all personal identifiers (such as your name, social
security number, birth date) will be removed (de-identified) and replaced with a specific
code number. The information linking this code number to participant identity will be kept
in a separate, secure location. The investigators on this study will keep the data
indefinitely.

Secondary investigators who may be interested in depression in the older population may
receive data for analysis that is de-identified.

5.8.2
Will these 'external’ persons or entity have access to identifiable research

data/documents?

*

No; the research data/documents will be coded and subject identifiers removed prior to
access by the external persons

If Yes, describe how they will protect the confidentiality of the research data:
5.9
Has or will a Federal Certificate of Confidentiality be obtained for this research

study?

* Yes

5.10
Question has been moved to 5.17

5.11
Question has been moved to 5.16
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[reviewer notes—],

5.12

5.13

Does participation in this research study offer the potential for direct benefit to
the research subjects?

Yes - Describe the direct benefit that subjects may receive as a result of study participation.
Indicate if all, or only certain, of the subjects may derive this potential benefit.

Describe the benefit:

There is no guarantee that a subject will benefit from participation in this research study.
Symptoms may improve but there is no guarantee that they will. Subjects may benefit from
the comprehensive diagnostic assessments and on-going close monitoring provided in the
study. The will receive treatment by skilled clinicians and treatment with a medication with
proven safety and efficacy for major depressive disorder. Subjects may benefit from careful
assessment of cognition if areas of impairment are detected that could be improved by
other forms of treatment.

Describe the data and safety monitoring plan associated with this study. If the
research study involves multiple sites, the plan must address both a local and
central review process.

The basic protection against risk in this study is the standardization of assessment,
treatment, and follow-up that will be provided by the study. In other words, the study will
provide a safety net for patients and a source of information, education, and reassurance
for family members and caregivers that can reach project staff on a 24/7/365 basis (with
physician back-up). The study investigators, study coordinator, study staff, and data
manager will meet weekly (or at times bi-weekly) to review accrued data, data
confidentiality, adherence to protocol design, recruitment and subject complaints. During
this meeting, subjects in the study will be clinically reviewed, including discussion of clinical
presentation, changes in clinical symptoms, concurrently prescribed medications, side
effects, and any possible adverse events, and subjects with suicidal risk. During these
discussions, any possible changes to the protocol or risk-benefit level will be discussed.

Adverse events, assessment of changes to the risk/benefit ratio, acceptability of study
continuation, breaches in confidentiality, and subject complaints will be reviewed by the
principal investigator. The PI will meet with study team on a weekly or bi-weekly basis to
discuss study conduct and study safety. This can happen more frequently if clinically
indicated. Summaries of these data and safety monitoring activities will be provided to the
IRB at the time of protocol renewal. Any change in risk-to-benefit ratio will be provided to
currently active subjects and once a modified consent form is approved by the IRB, active
subjects will be re-consented if they decide to continue, and any new subjects will be
consented with the new consent form.

[reviewer notes—]

5.14

Section 5 - Potential Risks and Benefits of Study Participation

What precautions will be used to ensure subject privacy is respected? (e.g. the
research intervention will be conducted in a private room; the collection of sensitive
information about subjects is limited to the amount necessary to achieve the aims of the
research, so that no unneeded sensitive information is being collected, drapes or other
barriers will be used for subjects who are required to disrobe)

All data collection and intervention sessions in this study will be conducted in private
rooms. The collection of sensitive information about subjects in this study is limited to the
amount necessary to achieve the aims of the research, so that no unneeded sensitive
information is being collected. Drapes will be used to provide privacy when participants
disrobe for the EKG exam.

The experimental procedures including during the MRI occur at the MR research center
which is specifically equipped for research studies in order to maintain the confidentiality of
subjects. Participants are provided with a locked, private room in which they can change
their clothing and store their belongings in individually padlocked lockers. Furthermore, the
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5.15

5.15.1

5.16

collection of sensitive information about subjects is limited to the amount necessary to
achieve the aims of the research, so that no unneeded sensitive information is being
collected.

What precautions will be used to maintain the confidentiality of the research data
during collection, transmission and storage? It is important that you indicate the
data security measures for all data types.

Go to the A-Z Guidance, download the Data Security Assessment Form, complete, and
upload using the Add button below. Depending on the data type, you may need to
consult with your data manager to address some of the sections. Email irb@pitt.edu if
you have any questions.

* Upload Data Security Form:

Name Modified Date
Data Security AssessmentForm new NEMO Jan 2018.docx1/16/2018 8:21 AM

Address what precautions will be used to maintain the confidentiality of the
research data collected in paper format if applicable:

Data will be entered into password secured data bases by staff authorized by the principal
investigator to do this, and they will abide by confidentiality regulations of the IRB. These
data are password secured for minimal access to authorized personnel associated with the
study. No research documents will contain the names of participating subjects. Subject
anonymity will be preserved by the use of a code number. Research records will be kept in
a locked file. No subject will be identified by any published report.

Study staff will assign NDA GUIDs through the NDA website (GUID Tool) using certain
identifiers (full name at birth, date of birth,twin status at birth, sex, and city or municipality
at time of birth). These identifiers will only be used by study staff for the purposes of
searching for an existing GUID or to creating a new GUID. The identifiers will never be sent
to or stored by the NDA, and will be stored by study staff in paper form in a locked filing
cabinet, behind locked doors, separate from research data. The GUID will be stored
electronically in a secured, password-protected database table. This table, which will
contain the subject's initials, DOB, sex, and race, will be separate from the research data.
Before uploading any data to the NDA repository, we will ensure that all data is deidentified
using the GUID.

Does your research study require a data security review? Answer Yes if any of the
following conditions are met:

» Identifiable or *coded data will be collected, stored, or transmitted using any of the
following technologies: mobile app, web-based site or survey, wearable device, text
messaging, electronic audio, photographic, or video recording or
conferencing and/or

* The IRB requested a data security review during their review of the study

* No

*Coded: Identifying information (such as name) that would enable the investigator to
readily ascertain the identity of the individual to whom the private information or
specimens pertain has been replaced with a code (humber, letter, symbol, or any
combination) and a key to decipher the code exists, enabling linkage of the identifying
information to the private information or specimens

If the subject withdraws from the study, describe what, if anything, will happen to
the subject’s research data or biological specimens.



|Section: Section 5 - Potential Risks and Benefits

Any identifiable research or medical information which is recorded, which results from
subject participation in this research study prior to the date that subject formally withdrew
consent may continue to be used and disclosed by investigators.

5.17
Following the required data retention period, describe the procedures utilized to

protect subject confidentiality. (e.g., destruction of research records; removal of
identifiers; destruction of linkage code information; secured long-term retention)

Data will be entered into password secured databases by staff authorized by the PI to do
this and they will abide by confidentiality regulations of the IRB. These data are password
secured for accessibility only by authorized personnel associated with the study. Subject
confidentiality will be preserved by the use of a code number on all questionnaires and
reports. Research records will be kept in a locked file accessible to only research personnel.
A list of subject names will be kept in a separate locked file with access only to study
personnel authorized by the PI. No subject will be identified in any published report. After
the retention period, we will maintain the deidentified data in a password-secured
database.



|Section: Section 6 - Costs and Payments|

[reviewer notes—],

6.1

Will research subjects or their insurance providers be charged for any of the
procedures (e.g., screening procedures, research procedures, follow-up
procedures) performed for the purpose of this research study?

*

No

[reviewer notes—],

6.2

6.2.1

6.2.2

Will subjects be compensated in any way for their participation in this research
study?

* Yes

Describe the amount of payment or other remuneration offered for

complete participation in this research study.

Participants will receive up to $20 for completing clinical assessments (regardless of
whether they are excluded prior to the completion of all assessments) and $10 for the
simulator (Total: $30)

Participants will receive $75 for each hour long long scan and $50 each for each 1/2 hour
scan. (Total: $250)

Travel-related reimbursement of $10 for every in-person visit.

Total compensation of up to $450 may be paid to each participant.

Describe the amount and term of payment or other remuneration that will be
provided for partial completion of this research study.

Participants will be paid upon completion of each activity (screening visit, simulator, MRI).
If a participant is unable to complete the activity (e.g., scanner issue, claustrophobia, etc),
they will be compensated in full for that particular activity.



Section: Supporting Documenfation
In addition, to promote transparency of the clinical trials process, the International Committee of
Medical Journal Editors (ICMJE) has established a policy requiring the entry of clinical trials in a
public registry, such as ClinicalTrials.gov, prior to subject enrollment as a condition of consideration
for publication of the trial results.

* Based on the above information, will this study be registered in ClinicalTrials.gov?
Yes

Who will serve as the Responsible Party? UPMC/Pitt Investigator or IND/IDE Pitt Sponsor
Why are you registering your study? (Check all that apply)

It is an ACT (Registration must be no later than 21 days after the enrollment of the first participant)

If you are not yet registered and need to establish an account for the PI or other research staff that
may need to access the record, please send an email to the University of Pittsburgh PRS
administrator at ctgov@pitt.edu with the following information for each individual:

« Full name
* Telephone number
* Pitt or UPMC email address

If you have any questions or concerns, please email us at ctgov@pitt.edu.

To find out additional information about how to register your study go to:

https: //www.clinicaltrials.gov/ct2/manage-recs/how-register






