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Purpose

This Investigator Manual is designed to guide investigators and study staff through policies and
procedures related to the conduct of Human Research that are specific to the Harvard Longwood
Campus (HLC) Human Research Protection Program (HRPP), which serves the Harvard
Longwood Medical Area (LMA) Schools (Harvard Medical School, Harvard School of Dental
Medicine, and Harvard T.H. Chan School of Public Health). Additionally, this manual serves as
a guide for the research community when preparing an IRB submission.
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Key Definitions and Terms

ESTR

Electronic Submission, Tracking & Reporting (ESTR) is the IRB’s online submission system,
available at irb.harvard.edu. Users must have an active HUID/HarvardKey to access ESTR.
ESTR-specific reference materials can be found on the ESTR support website. A Study
Submission Guide is available to guide investigators and study staff through the ESTR
submission process. To report technical problems with ESTR, contact the ESTR help desk at
ESTRhelp@harvard.edu.

IRB

The Institutional Review Board (IRB) is a committee that is required by federal law to protect
the rights and welfare of human subjects participating in research. The committee meets this
mandate by reviewing and overseeing human research activities. The Harvard T.H. Chan School
of Public Health Office of Regulatory Affairs and Research Compliance provides administrative
support to the two IRB panels: Harvard Faculty of Medicine (HMS/HSDM) and Harvard T.H.
Chan School of Public Health (Harvard Chan School). Collectively, these two panels are referred
to as the Harvard Longwood Campus (HLC) IRBs.

HIPAA

The Health Insurance Portability and Accountability Act (HIPAA) Privacy Rule establishes
national standards for the protection of health information (called “protected health information”
or PHI). It applies to organizations such health plans, health insurance companies, health care
clearinghouses, and health care providers that conduct health care transactions electronically.
These organizations are called “covered entities.” At Harvard, the Harvard University Health
Services and Harvard School of Dental Medicine are covered entities under the HIPAA Privacy
Rule; other schools/units within Harvard are not HIPAA covered entities. See the CMS ‘Are You
a Covered Entity?’ Decision Tool for assistance in determining if a covered entity is involved
with the study.

The HIPAA Privacy Rule establishes conditions under which covered entities can use or disclose
PHI for many purposes, including for research. Specifically, the Rule establishes the right of an
individual, such as a research subject, to authorize a covered entity to use and disclose his/her
PHI for research purposes. This requirement is in addition to the informed consent to participate
in research required under the HHS Protection of Human Subjects Regulations and other
applicable Federal and State laws. See Documenting HIPAA Authorization for additional
considerations.

Of note, the Privacy Rule will not directly regulate researchers who are engaged in research
within organizations that are not covered entities even though they may gather, generate, access,
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and share personal health information. In other words, the Privacy Rule applies only to
individually identifiable health information held or maintained by a covered entity, or its
business associate acting for the covered entity. Individually identifiable health information that
is held by anyone other than a covered entity, including an independent researcher who is not a
covered entity, is not protected by the Privacy Rule and may be used or disclosed without regard
to the Privacy Rule.
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To learn more about how the Rule may impact your research, refer to the NIH booklet Protecting
Personal Health Information in Research: Understanding the HIPAA Privacy Rule.

A complete list of PHI, as defined by the HIPAA Privacy Rule §164.514(a)(2)(i), here.

Human Research

The HLC IRBs follow the regulatory definitions of “Human Subjects Research,” which are
described in the document “HUMAN RESEARCH PROTECTION PROGRAM PLAN.” To
determine whether proposed activities constitute the DHHS or FDA definitions of Human
Subjects Research, investigators can refer to “WORKSHEET: Human Research Determination”
or OHRP Decision Charts. Alternatively, investigators may use the HLC IRB Decision Tool, an
online tool to assist in determining whether proposed activities constitute human subjects
research.

To request an official Not Human Subjects Research determination from the IRB, an investigator
may voluntarily submit an application. See Submitting an Application in ESTR for how to
prepare this request.

Human Research Protection Program

The Harvard Longwood Campus Human Research Protection Program (HRPP) is a
comprehensive system to ensure the protection of the rights and welfare of participants in Human
Research. The HLC includes the Harvard Medical School, Harvard School of Dental Medicine,
and Harvard T.H. Chan School of Public Health. The HRPP is comprised of institutional
leadership; Institutional Review Board (IRB); Quality Improvement Program (QIP);
investigators and their study staff; Department Chairs, and other relevant offices. The document
“HUMAN RESEARCH PROTECTION PROGRAM PLAN” describes the overall plan to
protect participants in Human Research, including:

The mission of the Human Research Protection Program.

The ethical principles that each IRB follows governing the conduct of Human Research.
The applicable laws that govern Human Research.

When Harvard becomes “engaged in Human Research” and when someone is acting as
an agent of Harvard conducting Human Research.

e The types of Human Research that may not be conducted.

e The roles and responsibilities of individuals within Harvard.

Worksheets/Checklists/Template/Forms

All Worksheets, Checklists, Templates, and Forms referenced within this document can be found
in the ESTR Library.
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IRB Determinations and Modes of Review
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Not Human Subjects Research Determination

All Human Subjects Research must undergo review by the HLC IRB. Activities that do not meet
the definition of Human Research do not require review and approval and do not need to be
submitted to the IRB unless there is a question regarding whether the activity is Human
Research. Refer to “WORKSHEET: Human Research Determination” or OHRP Decision Charts
for guidance on whether the proposed activities constitute Human Research. Contact your IRB
Review Specialist in cases where it is unclear whether an activity is Human Research.
Investigators may also use the HLC IRB Decision Tool, an online tool to assist in determining
whether proposed activities constitute human subjects research.

To request an official Not Human Subjects Research determination from the IRB, an investigator
may voluntarily submit an application. See Submitting an Application in ESTR for how to
prepare this request.

Exemption Determination

Certain categories of Human Research may be exempt from regulation. Investigators may not

determine whether their proposed Human Research is exempt. Instead, formal determination is
required by the HLC IRB prior to implementation. The IRB uses “WORKSHEET: Exemption”
when determining whether a particular study meets one or more exempt criteria.

When conducting exempt human research internationally, the Principal Investigator is required
to comply with applicable local laws, legislation, regulations, and/or policies. Additionally, if
local IRB/ethics review is required, the Principal Investigator must obtain it before any Human
Research activities are conducted locally. If assistance with applicable local requirements is
needed, contact your IRB Review Specialist.

Expedited Review Procedure

Certain categories of non-exempt Human Research may qualify for review using the expedited
procedure, meaning that the project may be approved by one or more designated reviewers “in-
house”, rather than by the convened IRB. Refer to “WORKSHEET: Expedited Review” for
information on applicable categories of research. Protocols eligible for review using the
expedited procedure are reviewed on a rolling basis. Expedited Continuing Review applications
should be submitted 21 days prior to the study’s expiration date.

Convened IRB Review (“Full Board”)

Non-exempt Human Research that does not qualify for expedited review must be reviewed by
the convened IRB. The convened IRB meeting schedule and submission deadlines are available
here.

In general, investigators can expect to have the IRB associated with their primary appointment
perform IRB review. Cross-panel review, however, may occur if the alternate IRB’s composition
is better suited to review the proposed Human Research.

Applications and related study materials must be submitted by the posted “Submission Deadline”
for consideration at the corresponding meeting. Your IRB Review Specialist will let you know as
soon as possible if convened IRB review is required and provide a due date for when all pre-
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review questions/revisions must be resolved. Pre-review is conducted by the IRB Review
Specialist to address any deferrable concerns prior to convened IRB review. Assignment to an
agenda is not automatic and may vary depending on the quality and completeness of the
submission, complexity of the project, required ancillary reviews, responsiveness of the Pl to
clarifications requested from the IRB Review Specialist, and attaining quorum at the monthly
meeting. The Pl may receive requests for additional information up until the day the meeting
agenda is distributed (one week prior to the meeting). Once the agenda is sent, no additional
agenda items can be added.
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Determining when an IRB Application is Required

Harvard Longwood Campus IRBs are responsible for the review and oversight of Human
Research conducted by its agents. Its oversight applies regardless of whether the Human
Research is conducted at a Harvard LMA school, another institution, in another country, and/or
in collaboration with non-Harvard affiliates. For research with non-Harvard collaborators, see
Conducting Research with Non-Harvard Collaborators for additional considerations.

Some activities do not require HLC IRB review. Activities that do not meet the definition of
“Human Subjects Research” do not fall under the HHS Protection of Human Subjects
Requlations. See Not Human Subjects Research Determination for additional guidance.

The IRB has developed a Decision Tool to assist investigators in determining if their activities
are research, if their research involves human subjects, and/or if they need to submit an IRB
application. This decision tool should only be used by investigators who will act on behalf of an
HLC School (HSPH, HMS, or HSDM) while conducting research activities. HarvardKey log in
is required to use the tool. The IRB Decision Tool can be found here.

IRB Review Process

Once an application is submitted in ESTR, it will be reviewed by an IRB Review Specialist in
the order it is received. If you have a time-sensitive submission, include a statement in your
ESTR application (via a Comment, cover letter, etc) to inform the IRB at the outset of any
deadlines or time constraints. Review and approval of a time-sensitive submission will be
completed to the best of the IRB’s ability; however, it is not guaranteed and may vary depending
on the quality and completeness of the submission, complexity of the project, required ancillary
reviews, responsiveness of the PI to clarifications requested from the IRB Review Specialist, and
attaining quorum at the monthly meeting.

After initial review, the IRB Review Specialist may request clarifications, revisions, and/or
additional information in ESTR (“Clarifications Requested” or “Modifications Required to
Secure Approval”). The Principal Investigator may “Submit Response” in ESTR to resolve these
requests. Once responses are submitted, the IRB may request additional information following
further review. When resolved, the IRB Review Specialist will either complete their review and
issue a determination letter or assign the application to an IRB meeting for review.

A determination letter will be issued in ESTR once the review is complete. System notifications
are sent from ESTR throughout the review process to inform Principal Investigators when
additional action is necessary. To check on the status of a submission, log in to ESTR at
irb.harvard.edu. For questions or concerns, contact your IRB Review Specialist.
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Note that human subjects research activities may not take place until all IRB requests are
resolved and final IRB approval has been issued.
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IRB Approval Criteria

The criteria for IRB approval of non-exempt Human Research can be found in “WORKSHEET:
Criteria for Approval.” Additional checklists may be applicable depending on the nature of the
proposed Human Research, e.g., inclusion of children will prompt the use of “CHECKLIST:
Children.”

Worksheets and Checklists are used by IRB members and reviewers at the time of initial review,
continuing review, during the review of modifications to previously approved Human Research,
and when reviewing Reportable New Information. Investigators are also encouraged to consult

these materials when writing the Research Protocol. Worksheets and Checklists can be found in

the ESTR Library.

IRB Review Turnaround Time

The below table reflects “target” review turnaround time for non-convened IRB reviews. Of
note, these times may vary depending on the quality and completeness of the submission,
complexity of the project, required ancillary reviews, and responsiveness of the PI to
clarifications requested from the IRB Review Specialist.

Not Human Subjects Research Determination | 1 week

Exemption Determination 1 week

Expedited Initial and Continuing Applications | 2-3 weeks

Expedited Modifications 1 week

Research vs. Standard of Care

It is common that practitioners see benefit in adding research activities to existing clinical
procedures to investigate an intervention, new outcome, change in care, or other line of inquiry.
It is critical that investigators differentiate clearly throughout their study documents what
activities constitute clinical/standard of care (i.e. received by the participant regardless of the
research) vs. research procedures (i.e. received by the participant only because of the research).

This distinction can be difficult to separate because care and research overlap in many ways.
Here is a list of some similarities and differences between standard of care and research that may
be useful to review before writing the Research Protocol:

Similarities Differences

e The researcher and health care e The participant will undergo additional
provider may be the same person. procedures.

e The setting may be a hospital, e The participant may need to complete
health care clinic, or other health additional paperwork (e.g. consent form,
service provider’s office. survey).

e The treatments may be the same. e There may be additional responsibilities and

expectations of the participant (e.g. time
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e The consent process includes a spent at study visits, additional interviews,
discussion about exactly what will ongoing access to medical record, long-term
happen to the patient during the follow up).
procedure. The consent process is e The consent form for research will only
in place to ensure the safety of the explain research procedures, and not
patient. standard of care.
e IRB review of research is required.
e Any Pl conducting research must disclose
financial conflicts of interest to participants.

Additionally, see this FDA _table with additional distinctions between clinical research and
medical treatment.

IRB Decisions

The IRB has the authority to approve Human Research, require modifications to secure approval,
defer or disapprove Human Research. When the IRB cannot approve the research at a convened
meeting for reasons unrelated to the research, such as loss of quorum, the review will be tabled.
Under those circumstances, the research will be reviewed at the next meeting.

A determination letter will be issued by the IRB to document decisions for each ESTR
submission. Decisions for Reportable New Information (RNIs) are the exception and may not
receive a letter, but rather an ‘Acknowledgment’ in the ESTR system. Determination letters will
refer to the approved ESTR workspace and associated documents via a hyperlink. As a result, the
IRB requires that each submission is complete and clear (for example, a Modification should
include an explicit, detailed description of each change being made; study documents should be
clearly labeled and include a version date and version number).

Approval

If the IRB has approved the Human Research, it may commence once all applicable institutional
and/or local approvals have been secured. IRB approval may be non-expiring or granted for a
limited period of time, not exceeding one year, which is noted in the approval notification letter.

For non-expiring studies that do not require continuing review, the Pl remains responsible for
submitting the following to the IRB, as applicable, in real time:

1. Any change or update to the research must be submitted in ESTR via a Modification
prior to implementation.

2. Once the study is eligible for closure, a closure request must be submitted in ESTR via
the Close Study activity.

3. All reports of new information must be submitted in ESTR via the Report New
Information activity.
Requires Modification(s)

If the IRB requires modification(s) to secure approval, its notification letter will outline specific
revisions to the Human Research and/or study materials, e.g., Research Protocol, consent form,
study tools, etc. Human Research may not commence until the IRB grants final approval.
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If the Principal Investigator accepts the required modifications, s/he should submit the revised
materials via ESTR to the IRB within 45 calendar days. If all requested modifications are made,
the IRB will issue a final approval notification letter after which time the Human Research can
begin.
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If the Principal Investigator does not accept the modifications, s/he should write a response
detailing why such modifications are not appropriate and/or feasible and submit it to the IRB
within 45 calendar days. If the Principal Investigator does not respond to the IRB within 45
calendar days, the decision of approval with the requested modifications will be withdrawn.

Once a submission is reviewed and modifications are required, no new requests should be
included in the response that are not related to the specific modifications requested. If brand new
changes are submitted at that time, review time may be further delayed in order to review the
existing modification requests and new modification requests in totality. In these cases, where
additional changes are needed but are unrelated to the specific clarifications requested, the IRB
recommends first securing approval for the original submission and then submitting a
Modification at a later date to make further changes to the Human Research.

Deferral

If the IRB defers the Human Research, it will provide a statement of the reasons for this
decision. Deferral means that the Human Research, as proposed in the submission, cannot be
approved at this time as the IRB was unable to articulate specific modifications that, if made,
would allow the Human Research to be approved.

In most cases, if the IRB’s reasons for the deferral can be addressed through revision(s) to the
protocol, IRB approval can be achieved. The Principal Investigator should address the IRB’s
concerns, revise the Human Research accordingly, and submit the revised materials via ESTR to
the IRB within 45 calendar days. Responses to Deferral require review by the convened IRB. As
such, forthcoming submissions should be submitted by the posted deadlines available here.

Disapproval

If the IRB disapproves the Human Research, it will provide a statement of the reasons for this
decision. Disapproval means that the Human Research, as proposed in the submission, cannot be
approved and the IRB was unable to articulate specific modifications that, if made, would allow
the Human Research to be approved. The Principal Investigator has the right to address his/her
concerns to the IRB directly at an IRB meeting and/or in writing.

Principal Investigator

Eligibility

A Principal Investigator (PI) for non-exempt Human Research must be a Harvard LMA School
faculty member, e.g., professor, associate professor, assistant professor, instructor, lecturer, Pl-
eligible research scientist. This requirement does not preclude any non-faculty member from
being listed as a Co-Investigator on the project, or having certain research-related responsibilities

delegated to them, but they may not be named as PI nor assume ultimate responsibility for the
assurances listed in Appendix C.

Any Harvard affiliate, including faculty, staff, or student, may serve as a Pl for Not Human
Subjects Research and Exempt research.
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Exception

The IRB may grant an exception to the PI eligibility requirement. If determined to be
appropriate, such exceptions are made on a protocol-by-protocol basis. All exceptions granted
are at-will; they are not guaranteed and can be revoked, revisited, or changed at any time. To
request an exception, submit FORM: Pl Exception Request in ESTR. To discuss one’s candidacy
as an Exception PI, contact your IRB Review Specialist or request a consult from the Quality
Improvement Program (QIP).

Restrictions

If a Principal Investigator has a study that has fallen out of compliance (e.g. failure to submit a
continuing review application by the submission deadline, lapsed IRB approval, failure to
register a clinical trial and/or maintain a record, in good standing, in a Harvard LMA Schools
clinicatrials.gov accounts), the Pl may be restricted from submitting new Human Research
applications or modifications until the issue has been resolved.

Responsibilities

For each application submitted to the IRB, the Principal Investigator must acknowledge a
“Principal Investigator Assurance Statement” in ESTR. The PI must adhere to each requirement
throughout the duration of the study (from initial submission to study closure). See Appendix C
Principal Investigator Responsibilities and ESTR Assurance Statement.

For each application submitted to the IRB where a Harvard LMA School serves as the IRB of
Record, the Principal Investigator is responsible for an additional set of obligations specific to
serving as Pl for a single IRB (SIRB) study. See Appendix D Principal Investigator
Responsibilities as Overall Site PI for SIRB Study.

For each human subjects research application submitted to the IRB, the Principal Investigator
must have current human research training. See Human Research Training for additional
information.

The IRB may request a QIP Post-Approval Service Plan where the named faculty PI has
delegated non-exempt human research study conduct responsibilities to a non-faculty member
(e.g. a student conducting research for their dissertation).

Pls that depart the institution are required to resolve all active research projects and reliance
agreements overseen by the HLC IRB before departure. See WORKSHEET: HLC PI Departure
for a list of tasks to complete when leaving the institution. QIP is available to consult on
departure tasks as well.

ORARC Listserv

All “PIs” and “Primary Contacts” listed in ESTR are compiled within the Office of Regulatory
Affairs and Research Compliance email listserv. This listserv is used to disseminate information
about ORARC’s educational offerings and updates regarding the IRB review and approval
process. You may request removal from the listserv by submitting an ORARC Listserv Removal
Request. Once removed, you will temporarily stop receiving email notifications from

ORARC. Of note, the listserv is generated using ESTR, Harvard University’s ¢eIRB submission
system and is refreshed quarterly in order to remain current with the IRB’s researcher portfolio.
Given the regular maintenance of the listserv, it may be necessary to submit more than one
ORARC Listserv Removal Request over the lifetime of your study. For permanent removal
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from the listserv, i.e., if you are no longer involved with research on an HLC Human Research
Protocol, Pls and Primary Contacts should remove themselves from any ESTR IRB records via
closure or removal from Primary Contact role.
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Human Research Training

Requirements

New investigators and study staff are expected to review the HUMAN RESEARCH
PROTECTION PROGRAM PLAN as part of their initial orientation.

Anyone that will have direct interaction with research participants and/or access to identifiable
information/biospecimens must complete human research training. In addition, Principal
Investigators, Co-Investigators, and those meeting the definition of NIH “Key Personnel” must
complete human research training regardless of whether or not they have direct interaction with
participants and/or access to identifiable information/specimens. For assistance with the
definition of identifiable information/biospecimens, refer to Appendix J.

Harvard University and its Schools offer online human research training through the
Collaborative Institutional Training Initiative (CITI) Program, which can be accessed via the
Harvard University CITI Single Sign-On page (SSO). Of note, an HUID and PIN are required to
access Harvard University’s CITI curriculum. If you do not have an HUID, you will need to have
a Harvard affiliate/sponsor request one for you per the Harvard Sponsored Role Policy. The HLC
IRB does not sponsor researchers nor submit this on behalf of non-affiliates.

How to Access Harvard University’s Human Research Training

To complete Harvard University CITI training, CITI Learners should log in with their HUID,
affiliate with “Harvard University”, and select the “Human Research (Protection of Human
Subjects)” course. The following courses do not satisfy the requirement for human research
training: Conflicts of Interest, Export Compliance, Information Privacy and Security,
Responsible Conduct of Research, IRB Members, or IRB Chairs. Within the “Human Research
Protection of Human Subjects” course, CITI Learners should select either the “Biomedical
Research” or “Social & Behavioral Research” module. In addition to Harvard University’s CITI
training, the IRB will also accept another institution’s (human research) CITI training. Other
equivalent training may be accepted at the IRB’s discretion on a case-by-case basis.

Human research training certification is valid for a three-year period from date of completion,
regardless of which institution it was completed through. Basic training consists of 7 required
modules and 3 electives. When current training expires, a refresher course, or additional training,
is required. Refresher training can be fulfilled by taking the Harvard University’s CITI refresher
course, another institution’s CITI refresher course, or by attending three QIP Education Series
sessions during an academic year. CITI Refresher training includes 5 elective modules and is
also valid for 3 years.

IRB approval may not be granted for proposed Human Research where any staff member’s
human research training remains incomplete.

Alternatives to Harvard University’s CITI Curriculum
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The Harvard Catalyst Community Engaged Research Subcommittee developed an alternative to
CITI training for community partners for whom CITI might not be appropriate (e.g. individuals
who can’t access CITI online). This alternative to Harvard University’s CITI curriculum is
considered on a case-by-case basis. To determine whether this alternative training is appropriate
for baseline or refresher credit, contact your IRB Review Specialist.
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The Office for Human Research Protections (OHRP) Human Research Protection Training
provide foundational knowledge on protecting human subjects in research funded by the U.S.
Department of Health and Human Services (HHS). Access is free and viewers can print a
completion certificate upon completing each of the 4 lessons. This alternative to Harvard
University’s CITI curriculum is most appropriate for those study staff members who are not
Harvard-affiliated and cannot access Harvard University’s CITI curriculum. If unsure whether
this alternative training is appropriate for baseline or refresher credit, contact your IRB Review

Specialist.

Other Training & Requirements
Sponsors and/or funders may require investigators and study staff complete additional training.

The National Institutes of Health’s (NIH) “Policy on Good Clinical Practice Training for NIH
Awardees Involved in NIH-funded Clinical Trials” establishes the expectation that all NIH-
funded researchers, investigators, and/or study staff who are involved in the conduct, oversight,
or management of clinical trials should be trained in Good Clinical Practice (GCP). As such,
Office of Regulatory Affairs and Research Compliance requires all researchers involved in the
conduct, oversight, or management of an NIH-funded clinical trial to complete ICH-GCP
training (e.g., CITI “Good Clinical Practice” online course, NIH GCP online modules for Social
Behavioral Research, or Harvard’s GCP for Social and Behavioral Research Field Guide). These
courses are separate from the “Human Research (Protection of Human Subjects)” course.
Completed ICH-GCP training certificates should be submitted to the IRB in the ESTR record.

Alternatively, social-behavioral researchers at Harvard can satisfy this by completing the “Good
Clinical Practice (GCP) for Social and Behavioral Research FIELD GUIDE.” To determine
whether this alternative training is appropriate, contact your IRB Review Specialist.

Reporting Financial Interests to the IRB

In order to minimize the actual or potential conflicts of interest in Human Research, the IRB
requires that all individuals involved in the design, conduct, or reporting of the research disclose
financial interests related to the research. Of note, in addition to principal investigators and co-
investigators, individuals involved in the design, conduct, or reporting of the research may
include study coordinators, research nurses, data coordinators, and other support staff possibly
not captured within the ESTR SmartForm: Study Team Members Page.

To disclose, submit “FORM: Financial Interest Disclosure” at the time of initial review and
throughout the life of the study. Investigators must report any change(s) to this disclosure to the
IRB via Continuing Review, if required, or Modification in ESTR within 30 business days of
discovering or acquiring (e.g., through purchase, marriage, inheritance, filing a patent
application, etc.) a new financial interest.
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Financial Interest Related to the Research refers to any of the following interests in the sponsor,
product or service being tested, or competitor of the sponsor held by the individual or the
individual’s immediate family:
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e Ownership interest of any value including, but not limited to stocks and options.

e Compensation of any amount including, but not limited to honoraria, consultant fees,
royalties, or other income. (Harvard salary paid by a sponsor is excluded).

e Proprietary interest of any value including, but not limited to, patents, trademarks,
copyrights, and licensing agreements.

e Board or executive relationship, regardless of compensation.

e Reimbursed or sponsored travel by an entity other than a federal, state, or local
government agency, higher education institution or affiliated research institute, academic
teaching hospital, or medical center.

Immediate Family means spouse, domestic partner, and dependent children.

With regards to intellectual property, patents, technology development, proprietary ownership,
commercial or manufactured products, etc., the IRB recommends disclosure of intent to
commercialize or license intellectual property, as it relates to the research, in the consent
documents. This disclosure should include plans for any development, licensure,
commercialization, and/or patentability of any intellectual property, technology, commercial or
manufactured products, etc., and indicate how participant identifiers are used in this process, if at
all. The disclosure should include a statement about if/when the Pl would profit or benefit
financially, and indicate what additional compensation will be awarded to participants, if any,
if/when the intellectual property results in commercialization. See Appendix F Additional
Consent Form Language Requirements Relating to Conflict of Interest for additional
considerations.

Individuals with reimbursed or sponsored travel by an entity other than a federal, state, or local
government agency, higher education institution or affiliated research institute, academic
teaching hospital, or medical center are required to disclose the purpose of the trip, the identity of
the sponsor or organizer, the destination, and the duration of the travel.

Individuals subject to this policy are required to complete financial conflicts of interest training
initially, at least every four years, and immediately when:

e Joining the institution

e Financial conflicts policies are revised in a manner that changes investigator
requirements

¢ Non-compliant with financial conflicts policies and procedures

Additional details can be found in SOP; Financial Conflicts of Interests.

Additional Policies:
e Harvard University: Harvard University Policy and Individual Financial Conflicts of
Interest for Persons Holding Faculty and Teaching Appointments
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e Harvard Faculty of Medicine: Faculty of Medicine Policy on Conflicts of Interest and
Commitment

e Harvard T.H. Chan School of Public Health: Harvard Chan School Implementation Plan
for the Harvard University Policy on Individual Financial Conflicts of Interest for
Persons Holding Faculty and Teaching Appointments and/or Conducting Work on School
Sponsored Grants

Conducting Research with Non-Harvard Collaborators

All Harvard LMA School investigators engaged in Human Research must secure IRB review.
This applies when the Human Research is conducted at a Harvard LMA school, another
institution, in another country, and/or in collaboration with non-Harvard affiliates.

Non-Harvard collaborators are expected to inquire with their home/affiliate institution to
determine whether local IRB review and oversight is required. When inquiring, non-Harvard
collaborators should describe all activities they will conduct as part of the study, and the local
IRB will determine what IRB oversight is required, if any. Collaborators’ home/affiliate
institution may consider entering into a reliance agreement with Harvard, if the research is non-
exempt, conducted within the US, and such an agreement allowable. Otherwise, the HLC IRB
would not enter into a reliance agreement. Ceding review allows one institution to serve as the
Reviewing Institution/IRB (“single IRB” or “sIRB”) for non-exempt research while the others
serve as the Relying Institution/IRB (“participating sites”). For more information, see Cede
Review (Designating a single IRB) and Requesting Cede Review/Submitting External IRB in
ESTR.

Where non-Harvard collaborators do not have a home/affiliate institution, e.g., they are a
community member or independent contractor, it may be appropriate to add them to a non-
exempt HLC IRB-approved study as Individual Investigators using “FORM: Individual
Investigator Agreement.” Such collaborators will be required to complete human research
training and should be listed in “FORM: Non-Harvard Study Personnel.”

Individual Investigator Agreements are only permitted for non-exempt human research.
Alternative options for oversight of research activities for non-Harvard collaborators involved in
exempt research include:

e The Principal Investigator (PI) ensures that research staff are qualified (e.g., including but
not limited to appropriate training, education, expertise, credentials, protocol
requirements and, when relevant, privileges) to perform procedures and duties assigned
to them throughout the lifecycle of the study.

e The Individual Investigator adheres to the responsibilities outlined in the “FORM:
Individual Investigator Agreement,” and coordinates this directly with the PI.

e The role of the non-Harvard collaborator is limited to de-identified analysis of
information/specimens only.

HLC investigators may be working on, or contributing to, Human Research but do not meet the
definition of personnel who are engaged in the research. Both OHRP and NIH have useful
guidance on engagement. Also, see WORKSHEET: Engagement for additional details.
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Cede Review (Designating a single IRB)

Reliance agreement, IRB Authorization Agreement (IAA), cede review, cede, or External IRB
are all terms that refer to a situation where research is conducted at two (or more) institutions and
one is designated to serve as the Reviewing Institution/IRB (“single IRB” or “sIRB”) while the
others serve as the Relying Institution/IRB (“participating sites”).

02 00 By H A RVA R D

School of Dental Medicine

HARVARD

MEDICAL SCHOOL

A

SCHOOL OF PUBLIC HEALTH b0
&

Non-exempt Human Research is eligible for such an Agreement, i.e., protocols reviewed on an
expedited basis or by the convened IRB. To review the criteria for when a Harvard LMA School
may rely on another institution for IRB review, refer to HUMAN RESEARCH PROTECTION
PROGRAM PLAN. Activities that do not constitute human subjects research or are determined
to be exempt are ineligible for reliance agreement/cede review; the HLC IRB requires in-house
review of those projects.

For instructions on submitting a Cede/Reliance Request, see Requesting Cede
Review/Submitting External IRB in ESTR.

Requesting Cede Review — Harvard as the Single IRB

To request that HLC IRB serve as the IRB of record, follow instructions on Submitting an
Application in ESTR. An IRB application is required when an LMA School serves as the
Institution of Record.

For each application submitted to the IRB where a Harvard LMA School serves as the Institution
of Record, the Principal Investigator is responsible for an additional set of obligations specific to
serving as Pl for a single IRB (sIRB) study. See Appendix D Principal Investigator
Responsibilities as Overall Site PI for sSIRB Study.

Requesting Cede Review — Harvard as a Participating Site

To request that a Harvard LMA School rely on another institution, submit an External IRB
application in ESTR by following these instructions on the ESTR Support website.

e When the Cede Request involves a SmartIRB participating institution, an additional
application is required through the SmartIRB Online Reliance System. Instructions on
how to complete the SmartIRB reliance form are available online. If using the Smart IRB
system for the first time, request new user access here.

e Once the reliance arrangement has been finalized, an investigators may submit any
changes or updates to an External IRB ESTR record by following the Updating External
IRB Review instructions on the ESTR Support website.

For each application submitted to the IRB where a Harvard LMA School relies on the IRB of
another institution, the Principal Investigator listed on the External IRB application is
responsible for an additional set of obligations specific to relying on an external IRB. See
Appendix E Principal Investigator Responsibilities When Relying on an External IRB.

ESTR Record Access

Principal Investigator

The Principal Investigator named in ESTR has full access to the corresponding record
and all of the SmartForm Pages. The PI has the ability to make edits, create modifications
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and continuing review applications, and will receive all notifications generated via ESTR.
To learn more about who can serve as Principal Investigator, see ‘Principal Investigator

Eligibility’ section.
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Primary Contact

In addition to the Principal Investigator, a Primary Contact can create submissions (on behalf of
the PI) and receive copies of all study-related notifications generated in ESTR. The Primary
Contact cannot submit on behalf of the PI. A Pl may designate a Primary Contact by completing
the “Assign Primary Contact” activity in ESTR. There can only be one Primary Contact at a time
and the PI can change the Primary Contact any time.

Pl Proxy

A PI Proxy may perform system activities customarily carried out by the Principal
Investigator, including management of follow-on submissions (Modification/Updates and
Continuing Reviews). A Pl Proxy will receive all system notifications. Pl Proxy does not
assume any responsibility for the conduct and oversight of the study. These
responsibilities remain unique to the Principal Investigator, see Principal Investigator
Responsibilities’ section.

A PI Proxy must be a member of the approved study team with current human research
training certification. A Pl may designate a proxy only after securing initial IRB approval
by completing the “Assign PI Proxy” activity in ESTR.

Study Team Members and Others

Study Team Members named in ESTR have access to the record. If others need access to the
ESTR record and submission documents, they can be added as a member of the guest list by
completing the “Manage Guest List” activity in the main study workspace. This will allow any
Harvard-affiliated individual read-only access to the ESTR record. Study Team Members and
Guests do not receive system notifications.

For further information about the various roles within ESTR and the associated permissions, see
the ESTR Role Permissions Chart on the ESTR Support website.

Submitting an Application in ESTR

The IRB must review and approve all Human Research prior to the initiation of any activities.
To create and submit a new IRB application online using ESTR, follow these instructions on the
ESTR Support website.

The ESTR application is a series of SmartForms where information is entered and documents are
attached. Click here to view the full ESTR SmartForm and the requested attachments.

The SmartForms require certain fields to be completed in order to proceed through the ESTR
application, as identified by a red asterisk (*). You must attach a document to the Basic
Information page before you can proceed any further with the application. In addition, the IRB
requires all fields on the Basic Information page to be completed.

All funding for the study must be listed on the Funding Sources page. This page does not force a
response for all applications because not all studies have funding, but it must be completed if the
study has either sponsored or non-sponsored funding. To ensure the Grants Management
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Application Suite (GMAS system) is properly linked to ESTR and the IRB’s determination,
please follow these instructions.
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Additional documents should be attached to the SmartForm where appropriate, e.g. recruitment
materials, consent forms, and study tools (i.e. tools that will be implemented as part of the study
objectives). Source documents, such as case report forms - prepared by a study sponsor for
clinical trials, do not need to be submitted, but should be mentioned in the Research Protocol.

ESTR supports all common file formats (e.g. Word, PDF, Excel, Publisher, JPEG) however
unsupported file formats (e.g. audio, video, mp4, mp3, wav, etc) should be attached within a zip
file. Zip files should only be used for this purpose and not used to consolidate supported file
formats.

For each attachment, ensure that the name and version number/date of the document are accurate
and reflective of the document content/purpose. It is recommended that the file name and version
number/date also appear in either a header or footer within each document. When uploading a
revised version of any document, click 'Update’ in ESTR rather than 'Delete’ or 'Add.' Do not
delete any documents from the ESTR record unless instructed by your IRB Review Specialist.

Specific details about how to navigate the IRB online submission system and complete an
application can be found in the “Study Submission Guide” on the ESTR Support website.

Proposing Modification(s)

To change or update an active, IRB-approved Human Research protocol, a modification must be
submitted in ESTR and approved by the IRB prior to implementation. If the activities were
found not to constitute research with human subjects, or determined to be exempt, changes do
not require IRB review unless they might alter the IRB’s original determination. Consult your
IRB Review Specialist in cases where it is unclear whether a proposed modification might alter
the IRB’s original determination.

To request modifications, follow these instructions from the ESTR Support website. Attach all
updated study documents within the SmartForm including a track-changes copy of any revised
study materials. Ensure that the Modification Description includes both an explicit, detailed
description of each change being made (e.g., an itemized list of study document revisions, an
inventory of study personnel changes including investigator name(s)) and the rationale for the
proposed change. When applicable, indicate how current or former participants will be notified
of protocol modifications.

In the instance where one Modification proposes multiple changes, and any component of that
Modification could require convened IRB review, your IRB Review Specialist/QIP may
recommend dividing the Modification into two submissions for a more focused review and
efficient turnaround time.

The IRB may request or require an investigator to complete an updated template version of a
study document if, upon review, the IRB finds a very outdated version is being used that does
not adequately enable to the IRB to assess the required regulatory criteria for approval.

When a Modification May Require A New Initial Application

If Modifications proposed to an existing study change the purpose/aims of the study, the study
population, and/or the study procedures, your IRB Review Specialist/QIP may recommend or
require that it is more appropriate for those changes to be submitted as a new application rather
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than a Modification to an existing study. Similarly, if a new study is submitted and has multiple
non-overlapping aims, procedures, and/or participant groups, your IRB Review Specialist/QIP
may recommend that it is more appropriate for you to submit multiple applications, rather than
one, overly complex application. In both instances these recommendations are made in order to
provide the most appropriate review; the IRB must review to the highest level of the regulations,
which can increase clarifications requested, turnaround time, require convened IRB review, etc.,
and recommendations are made with this in mind.
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Requesting Continuing Review

To request continuing review, follow these instructions from the ESTR Support website.
Complete the Continuing Review/Study Closure Information application, including all of the
required responses to questions 1-4. Attach any documents that contribute to the review of the
submission (e.g. a summary of the study’s progress on TEMPLATE: Summary of Study
Progress Template, any sponsor progress reports, CITI refresher training, DSMB reports). Do not
attach any revised study documents (Research Protocol, consent forms, research tools,

supporting documents, etc.).

If modifications to the study need to be made at the time of continuing review, a Modification is
required to submit these revisions for review and approval (see “How to submit a
modification?””). This should be done prior to creating a continuing review application so that
revised study documents will be included in the approval for the upcoming approval period.

If the continuing review application is not received by the submission deadline, the PI may be
restricted from submitting new Human Research until the completed application has been
received (see Principal Investigator Restrictions for more information).

For studies that do not require continuing review, the Pl remains responsible for submitting the
following to the IRB, as applicable:

1. Any change or update to the research must be submitted in ESTR via a Modification.

2. Once the study is eligible for closure, a closure request must be submitted in ESTR via
the Close Study activity.

3. All reports of new information must be submitted in ESTR via the Report New
Information activity.

Reconciling a Lapse in IRB Approval

If IRB approval of the Human Research expires, no human subjects activities may occur. This
includes recruitment, enrollment, interventions, interactions, and collection of private identifiable
information. Continuation of Human Research procedures is a violation of federal regulations. If
IRB approval of the Human Research expires, the Pl must submit an RNI to report the lapse to
the IRB. Such an RNI should include:

1. An explanation of how the lapse occurred.

2. A strong corrective action plan in place to avoid a future lapse.

3. The timeline for when the lapse will be resolved, with either a Continuing Review
application or Study Closure.

4. Confirmation that no human subjects research activities took place while lapsed.

Confirmation that there are no outstanding RNIs, pending issues/Mods, participant

complaints/concerns, etc.

o
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6. A statement about whether there have been prior lapses for this project.
7. Verification that notification of lapse has been communicated to sponsor, local site/IRB,
DSMB, etc., if/when applicable.

If it is necessary to continue Human Research activities to eliminate apparent immediate hazards
to participants, prior notification is required. Contact the Assistant Director of IRB Operations at
617-432-7434 or your IRB Review Specialist and provide a written list of the currently enrolled
participants and a justification supporting the continuation of such activities.
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Requesting Study Closure

Study closure is appropriate when (a) the research is permanently closed to enrollment; (b) all
participants have completed all research-related interventions/interactions; (c) collection of
private identifiable information is completed, and (d) analyses of private identifiable information
is completed. Under closure, analyses of de-identified information and/or biospecimens and
manuscript preparation can occur indefinitely. See Appendix J for the definition of identifiable
information/specimens.

To request closure, follow these instructions from the ESTR Support website.

If the application for closing out a Human Research study is not received by the submission
deadline, the Pl may be restricted from submitting new Human Research until the completed
application has been received (see Principal Investigator Restrictions for more information).

Ancillary Review

Ancillary Review allows Harvard-specific departments and units the ability to document
their review and oversight, when applicable. Review is triggered and obtained by the IRB
and typically performed in parallel with the IRB review. IRB staff will inform the PI
during their review if/when Ancillary Review is required. Ancillary Review may be
initiated at the time of an initial or continuing review, or modification request.

Some Ancillary Reviews may be required before the IRB can grant final approval. For
example, as per Harvard Research Data Security Policy, any study assigned a data
security level of “sensitive” requires IT review/approval prior to IRB approval.

Consent Considerations

Creating a Consent Script for Exempt Human Research
Exempt Human Research does not usually require a long-form, signed consent form. However,
the ethical principles outlined in The Belmont Report, namely, respect for persons, emphasizes
the importance of ensuring that participants are fully informed. Therefore, a consent process is
required when exempt Human Research involves an interaction with human subjects. Ata
minimum, this process must disclose the following:

e That the activities involve research;

e The procedures to be performed,;

e That participation is voluntary;

e The name and contact information for the investigator.
The IRB strongly recommends that investigators use “TEMPLATE: Exempt Human Research
Consent Script” to create a consent script for Exempt Human Research. Upload the script to the
Consent Forms and Recruitment Materials page in ESTR.

Investigator Manual | HRP-103 | Version date: November 1, 2022 | Page 20 of 86


http://www.hsph.harvard.edu/ohra/department-assignments/
http://estrsupport.fss.harvard.edu/study-closure
https://www.hsph.harvard.edu/ohra/irb-meetings-deadlines/
https://www.hsph.harvard.edu/ohra/irb-meetings-deadlines/
http://estrsupport.fss.harvard.edu/ancillary-types
http://vpr.harvard.edu/pages/harvard-research-data-security-policy

= HARVARD
TH.CHAN

Creating Consent Forms for (non-exempt) Human Research
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Consent documents must contain all of the required and, as appropriate, additional elements of
informed consent. No informed consent (oral or written) should include exculpatory language
whereby the participant or their representative is made to waive or appear to waive any of the
participant’s legal rights, or releases or appears to release the Investigator, the sponsor, the
Institution or its agents from liability for negligence.

The IRB strongly recommends that investigators use IRB’s template consent documents. If an
alternative format is preferred or required, i.e., by the Sponsor or local IRB, include justification
in the Research Protocol, Consent Section. Note that use of a non-Harvard consent template does
not absolve the researchers from including the required regulatory elements of consent. Should
the investigators wish to alter or waive such elements, refer to “CHECKLIST: Waiver or
Alteration of Consent Process” for eligibility.

The ‘Key Information’ section at the beginning of the consent form is a regulatory requirement
and cannot be waived, altered, or omitted (per 45 CFR 846.116(a)(5)(i)). However, if the Key
Information section adequately and sufficiently captures all of the details about the study,
includes all regulatory required elements of consent, and an additional Detailed Information
section would be wholly duplicative of the Key Information section, a Detailed Information
section may not be required. See instructions within the IRB’s consent form templates for
additional guidance.

Note that “TEMPLATE: Short Form Consent Template” should only be used in the instance
where consent is obtained from participants who do not speak English and oral presentation of
informed consent information occurs in conjunction with this short form written consent. For
guidance on consent requirements, refer to “SOP: Informed Consent Process for Research” and
“SOP: Written Documentation of Consent.”

Refer to Appendix G Additional Consent Form Considerations when developing consent
documents.

Documenting Consent

Use the signature block(s) approved by the IRB when obtaining informed consent. Ensure that
all items in the signature block are complete, including dates and applicable checkboxes, e.g.
future use; specimen storage, etc.

The following are the requirements for customary (long form) consent documents:

e The IRB-approved consent document is implemented in the field. IRB approval is
evident by an ESTR watermark and/or reference to applicable version numbers/dates in
IRB Notification letters. (IRB-approved consent documents can be accessed in ESTR
under the Documents Tab within the main study workspace.)

e The participant or legally authorized representative signs and dates the consent document.

e The individual obtaining consent signs and dates the consent document.

e Whenever required by the IRB, the participant or legally authorized representative
signature is to be witnessed by an individual who signs and dates the consent document.

e For participants who cannot read and whenever required by the IRB or the sponsor, a
witness to the oral presentation signs and dates the consent document to verify that the
information was accurately conveyed as written in the consent document.
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e A copy of the signed and dated consent document is to be provided to the participant or
legally authorized representative.

e A full copy of the signed and dated consent document is retained as part of the study
documentation (usually contained within participant-specific files). A full copy refers to
the retention of the entire consent form and all pages, not just the signature page.
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Documentation of consent should be captured with a signature, thumbprint, and/or equivalent
mark made by the participant. It can be either written on paper or in an electronic format. A
thumbprint or equivalent mark is appropriate in situations where participants are unable to sign
their name or they belong to a cultural group/community in which signing forms is not the norm.

If the research team will not obtain signature and date, provide justification for requesting a
waiver or alteration of documentation of consent (and/or parental permission). Should the
investigators wish to waive consent documentation, refer to “CHECKLIST: Waiver of Written
Documentation of Consent” for eligibility.

Obtaining HIPAA Authorization

Combine HIPAA authorization with the consent document, if applicable, using “TEMPLATE:
Consent Template for HIPAA-covered entities.” (Refer to HIPAA for additional background).
Use the signature block(s) approved by the IRB when obtaining combined informed consent and
HIPAA authorization. Ensure that all items in the signature block are complete, including dates
and applicable checkboxes, e.g. future use; specimen storage, etc.

The following are customary requirements to document HIPAA authorization:

Required Elements:

e A description of the information to be used or disclosed that identifies the information in
a specific and meaningful fashion.

e The name or other specific identification of the person(s), or class of persons, authorized
to make the requested use or disclosure.

e The name or other specific identification of the person(s), or class of persons, to whom
the covered entity may make the requested use or disclosure.

e A description of each purpose of the requested use or disclosure.

e An expiration date or an expiration event that relates to the individual or the purpose of
the use or disclosure. (The statement “end of the research study,” “none,” or similar
language is sufficient if the authorization is for a use or disclosure of protected health
information for research, including for the creation and maintenance of a research
database or research repository.)

e Signature of the individual and date. If the authorization is signed by a personal
representative of the individual, a description of such representative's authority to act for
the individual must also be provided.

e The individual's right to revoke the authorization in writing.

e The authorization either:

o Describes the exceptions to the right to revoke the authorization.
o References the Notice for Privacy Practices for Protected Health Information
which describes the exceptions to the right to revoke the authorization.

e The ability or inability to condition treatment, payment, enrollment or eligibility for
benefits on the authorization, by stating either of the following:
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o The covered entity may not condition treatment, payment, enrollment or
eligibility for benefits on whether the individual signs the authorization.

o The consequences to the individual of a refusal to sign the authorization when the
covered entity can condition treatment, enrollment in the health plan, or eligibility
for benefits on failure to obtain such authorization.

e The potential for information disclosed pursuant to the authorization to be subject to re-
disclosure by the recipient and no longer be protected by this authorization.
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Other requirements associated with the HIPAA authorization document:

e The authorization is written in plain language.

e The individual will be provided with a copy of the signed authorization.

e |If the marketing involves direct or indirect remuneration to the covered entity from a
third party, the authorization must state that such remuneration is involved.

e The authorization is either a separate document or incorporated into the written consent
document for research.

e No material information in the authorization is known to be false.

Should the investigators wish to waive obtaining HIPAA authorization, refer to “HIPAA Waiver
of Authorization” for eligibility.

For assistance with the definition of identifiable information/biospecimens, refer to Appendix J.

Record Retention

Investigators must maintain Human Research records and study documents, including signed and
dated consent documents, for at least seven years after closing the Human Research.

If the Human Research is sponsored, contact the sponsor before disposing of Human Research
records as there may be specific policies related to record retention.
IRB Submission Assistance

To facilitate the IRB review and approval process, email or call your IRB Review Specialist with
any questions.

If you are experiencing any technical problems with ESTR, contact the ESTR Help Desk at
ESTRhelp@harvard.edu. ESTR-specific assistance, including job aid visuals and how-to
instructions, can be found on the ESTR Support Website at http://estrsupport.fss.harvard.edu/.

For IRB Submission Assistance and/or consultation, contact the Quality Improvement Program
(QIP). They are available to answer questions regarding submission requirements and assist in
completing forms, responding to IRB revisions and requests for additional information, and
drafting recruitment and consent materials. To request assistance, submit a Service Request
Form.

Quality Improvement Program

The Quality Improvement Program (QIP) is available to Harvard LMA School affiliates seeking
human research service support throughout the lifecycle of their proposed Human Research.
Some of the services offered by QIP are outlined below. To request QIP support, submit a
Service Request Form.
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QIP is available to conduct domestic and international routine onsite review of study conduct and
regulatory documentation to ensure compliance including protocol adherence, accurate record
keeping, appropriate informed consent process, and documentation of consent.

Education/Additional Training

e In-Service. QIP is available to conduct any size group in-service sessions addressing a
variety of topics relating to research compliance; institutional policies/requirements; and
best practice in human research.

e New Investigator/Research Coordinator Orientation. QIP is available to meet with
new study staff (Pls, Coordinators, etc.) in order to familiarize them with ORARC
policies and procedures, with a focus on the IRB review and approval process.

e Monthly Education Series. See the QIP’s webpage for a schedule of the current
offerings.

e Student Education Sessions. QIP offers education sessions for Harvard Chan School,
HMS and HSDM students who will be conducting research for a class or dissertation
during the academic year. See the QIP’s webpage for a schedule of the current offerings.

Human Research Support

e QIP is available to provide a variety of support services designed to facilitate the IRB
review and approval process. The following services are offered on a first-come, first-
serve basis free of charge:

¢ IRB submission assistance, which includes drafting and/or editing IRB
submission materials; responding to the IRB, and submitting materials in ESTR.

e Routine (not for cause) onsite monitoring of regulatory documentation, protocol
adherence, consent process.

e Review/edit the Human Subjects section of grants/proposals.

e Short- or long-term temporary Research Coordinator/Project Manager support.

e Study Management Tools designed to assist investigators and their study staff in
maintaining and organizing essential study (regulatory) documents. These tools
are available on QIP’s webpage.

Questions

This document and the policies and procedures for the Harvard Longwood Campus Human
Research Protection Program are available on the Office of Regulatory Affairs and Research
Compliance’s website.

If an investigator or member of the research team has any questions or concerns about the
Human Research Protection Program, contact:

Leslie Howes, MPH

Director, Office of Regulatory Affairs and Research Compliance

90 Smith Street, Room 338

Boston, MA 02120

Office Phone: 617-432-2153

Ihowes@hsph.harvard.edu
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If you have questions, concerns, complaints, allegations of undue influence, allegations or
findings of non-compliance, or input regarding the Human Research Protection Program that
cannot be addressed by contacting ORARC, follow the directions in the “HUMAN RESEARCH

PROTECTION PROGRAM PLAN” under “Reporting and Management of Concerns.”

SCHOOL OF PUBLIC HEALTH

Investigator Manual | HRP-103 | Version date: November 1, 2022 | Page 25 of 86



= HARVARD
TH.CHAN

02 00 By H A RVA R D

School of Dental Medicine

HARVARD

MEDICAL SCHOOL

A

SCHOOL OF PUBLIC HEALTH b0
&

Appendix A Prompt Reporting Requirements

Report the information items that fall into one or more of the following categories to the IRB
within 5 business days of discovery. Information that does not fall under any of the categories
does not require reporting to the IRB. If unsure, contact your IRB Review Specialist.

Information that indicates a new or increased risk, or a new safety issue. For example:

a. New information (e.g., an interim analysis, safety monitoring report,
publication in the literature, sponsor report, or investigator finding) indicates
an increase in the frequency or magnitude of a previously known risk, or
uncovers a new risk that might adversely affect the safety of the participants
or the conduct of the research.

b. An investigator brochure, package insert, or device labeling is revised to
indicate an increase in the frequency or magnitude of a previously known risk,
or describe a new risk.

c. Withdrawal, restriction, or modification of a marketed approval of a drug,
device, or biologic used in a research protocol.

d. Protocol violation that harmed participants or others or that indicates
participants or others might be at increased risk of harm.

e. Complaint of a participant that indicates participants or others might be at
increased risk of harm or at risk of a new harm.

f. Any changes significantly increasing the risk to participants and affecting the
conduct of the research.

Harm experienced by a participant or other individual, which in the opinion of the
investigator are unexpected and at least possibly related to the research procedures.

a. A harm is “unexpected” when its specificity or severity is inconsistent with
risk information previously reviewed and approved by the IRB (via protocol,
consent forms, etc.) in terms of nature, severity, frequency, and characteristics
of the study population.

b. A harm is at least “possibly related” to the research procedures if in the
opinion of the investigator, the research procedures more likely than not
caused the event/harm.

Non-compliance with the federal regulations governing human research or with the
requirements or determinations of the IRB, or an allegation of such non-compliance.
. Audit, inspection, or inquiry by a federal agency and/or sponsor, and any resulting
reports (e.g. FDA Form 483.)

. Written reports of study monitors and/or sponsor.

Failure to follow the protocol due to the action or inaction of the investigator or
research staff.

Breach of confidentiality.

Per Harvard Information Security policy, it is required that any researcher who
experiences a security incident or breach involving research data levels 2-5 report the
breach to the appropriate Harvard personnel. Detailed information about these
reporting requirements can be found on their website.

Change to the protocol without prior IRB review to eliminate an apparent immediate
hazard to a participant.

Complaint of a participant that cannot be resolved by the research team.
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Premature suspension or termination of the protocol by the sponsor, investigator, or
institution.

Unanticipated adverse device effect (any serious adverse effect on health or safety or
any life-threatening problem or death caused by, or associated with, a device, if that
effect, problem, or death was not previously identified in nature, severity, or degree
of incidence in the investigational plan or application (including a supplementary plan
or application), or any other unanticipated serious problem associated with a device
that relates to the rights, safety, or welfare of participants.)
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Appendix B Additional Regulatory Requirements

DHHS-Regulated Research?!

1.

When a participant decides to withdraw from a clinical trial, the investigator conducting
the clinical trial should ask the participants to clarify whether the participant wishes to
withdraw from all components of the trial or only from the primary interventional
component of the trial. If the latter, research activities involving other components of the
clinical trial, such as follow-up data collection activities, for which the participant
previously gave consent may continue. The investigator should explain to the participant
who wishes to withdraw the importance of obtaining follow-up safety data about the
participant.

Investigators are allowed to retain and analyze already collected data relating to any
participant who chooses to withdraw from a research study or whose participation is
terminated by an investigator without regard to the participant’s consent, provided such
analysis falls within the scope of the analysis described in the IRB-approved protocol.
This is the case even if that data includes identifiable private information about the
participant.

For research not subject to regulation and review by FDA, investigators, in consultation
with the funding agency, can choose to honor a research participant’s request that the
investigator destroy the participant’s data or that the investigator exclude the participant’s
data from any analysis.

When seeking the informed consent of participants, investigators should explain whether
already collected data about the participant’s will be retained and analyzed even if the
participants choose to withdraw from the research.

When research is covered by a certificate of confidentiality, researchers:

a. May not disclose or provide, in any Federal, State, or local civil, criminal,
administrative, legislative, or other proceeding, the name of such individual or
any such information, document, or biospecimen that contains identifiable,
sensitive information about the individual and that was created or compiled for
purposes of the research, unless such disclosure or use is made with the consent of
the individual to whom the information, document, or biospecimen pertains; or

b. May not disclose or provide to any other person not connected with the research
the name of such an individual or any information, document, or biospecimen that
contains identifiable, sensitive information about such an individual and that was
created or compiled for purposes of the research.

c. May disclose information only when:

i. Required by Federal, State, or local laws (e.g., as required by the Federal
Food, Drug, and Cosmetic Act, or state laws requiring the reporting of
communicable diseases to State and local health departments), excluding
instances of disclosure in any Federal, State, or local civil, criminal,
administrative, legislative, or other proceeding.

ii. Necessary for the medical treatment of the individual to whom the
information, document, or biospecimen pertains and made with the
consent of such individual;

L http://www.hhs.gov/ohrp/policy/participantwithdrawal.html
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iii. Made with the consent of the individual to whom the information,
document, or biospecimen pertains; or

iv. Made for the purposes of other scientific research that is in compliance
with applicable Federal regulations governing the protection of human
participants in research.

d. Researchers must inform participants of the protections and limitations of
certificates of confidentiality (see language in TEMPLATE CONSENT
DOCUMENT).

i. For studies that were previously issued a Certificate and notified
participants of the protections provided by that Certificate, NIH does not
expect participants to be notified that the protections afforded by the
Certificate have changed, although IRBs may determine whether it is
appropriate to inform participants.

ii. If part of the study cohort was recruited prior to issuance of the Certificate,
but are no longer activity participating in the study, NIH does not expect
participants consented prior to the change in authority, or prior to the
issuance of a Certificate, to be notified that the protections afforded by the
Certificate have changed, or that participants who were previously
consented to be re-contacted to be informed of the Certificate, although
the IRB may determine whether it is appropriate to inform participants.

e. Researchers conducting research covered by a certificate of confidentiality, even
if the research is not federally funded, must ensure that if identifiable, sensitive
information is provided to other researchers or organizations, the other researcher
or organization must comply with applicable requirements when research is
covered by a certificate of confidentiality.
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FDA-Regulated Research

1. The regulations found at 21 CFR part 11 require verification of the identity of an
individual before establishing, assigning, certifying, or otherwise sanctioning their
electronic signature, or any element of such electronic signature, on the consent form
during an electronic, digital, or remote consent process (see 21 CFR 11.100(b)).

2. When a participant withdraws from a study:?

a. The data collected on the participant to the point of withdrawal remains part of the
study database and may not be removed.

b. An investigator may ask a participant who is withdrawing whether the participant
wishes to provide continued follow-up and further data collection subsequent to
their withdrawal from the interventional portion of the study. Under this
circumstance, the discussion with the participant would distinguish between
study-related interventions and continued follow-up of associated clinical
outcome information, such as medical course or laboratory results obtained
through non-invasive chart review, and address the maintenance of privacy and
confidentiality of the participant’s information.

c. If aparticipant withdraws from the interventional portion of the study, but agrees
to continued follow-up of associated clinical outcome information as described in
the previous bullet, the investigator must obtain the participant’s informed
consent for this limited participation in the study (assuming such a situation was

2 http://www.fda.gov/downloads/Regulatorylnformation/Guidances/UCM126489.pdf

Investigator Manual | HRP-103 | Version date: November 1, 2022 | Page 29 of 86


https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=11.100
http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126489.pdf

= HARVARD
TH.CHAN

6@ oo £
“» HARVARD
SCHOGE OF FUSKIC HEAETH School of Dental Medicine

HARVARD

MEDICAL SCHOOL

not described in the original informed consent form). IRB approval of informed
consent documents is required.

d. If a participant withdraws from the interventional portion of a study and does not
consent to continued follow-up of associated clinical outcome information, the
investigator must not access for purposes related to the study the participant’s
medical record or other confidential records requiring the participant’s consent.

e. An investigator may review study data related to the participant collected prior to
the participant’s withdrawal from the study, and may consult public records, such
as those establishing survival status.

3. For FDA-regulated research involving investigational drugs:
a. Investigators must abide by FDA restrictions on promotion of investigational

drugs:®
i

An investigator, or any person acting on behalf of an investigator, must
not represent in a promotional context that an investigational new drug is
safe or effective for the purposes for which it is under investigation or
otherwise promote the drug.

This provision is not intended to restrict the full exchange of scientific
information concerning the drug, including dissemination of scientific
findings in scientific or lay media. Rather, its intent is to restrict
promotional claims of safety or effectiveness of the drug for a use for
which it is under investigation and to preclude commercialization of the
drug before it is approved for commercial distribution.

An investigator must not commercially distribute or test market an
investigational new drug.

b. Follow FDA requirements for general responsibilities of investigators*

An investigator is responsible for ensuring that an investigation is
conducted according to the signed investigator statement, the
investigational plan, and applicable regulations; for protecting the rights,
safety, and welfare of participant under the investigator's care; and for the
control of drugs under investigation.

. An investigator must, in accordance with the provisions of 21 CFR 8§50,

obtain the informed consent of each human participant to whom the drug
is administered, except as provided in 21 CFR §50.23 or §50.24 of this
chapter.

Additional specific responsibilities of clinical investigators are set forth in
this part and in 21 CFR 850 and 21 CFR §56.

c. Follow FDA requirements for control of the investigational drug®

An investigator must administer the drug only to participants under the
investigator's personal supervision or under the supervision of a sub-
investigator responsible to the investigator.

The investigator must not supply the investigational drug to any person
not authorized under this part to receive it.

d. Follow FDA requirements for investigator recordkeeping and record retention®

8 http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.7

4 http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.60

5 http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.61

6 http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.62
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i. Disposition of drug:

1. An investigator is required to maintain adequate records of the
disposition of the drug, including dates, quantity, and use by
participants.

2. If the investigation is terminated, suspended, discontinued, or
completed, the investigator must return the unused supplies of the
drug to the sponsor, or otherwise provide for disposition of the
unused supplies of the drug under 21 CFR 8312.509.

ii. Case histories.

1. Aninvestigator is required to prepare and maintain adequate and
accurate case histories that record all observations and other data
pertinent to the investigation on each individual administered the
investigational drug or employed as a control in the investigation.

2. Case histories include the case report forms and supporting data
including, for example, signed and dated consent forms and
medical records including, for example, progress notes of the
physician, the individual's hospital charts, and the nurses' notes.
The case history for each individual must document that informed
consent was obtained prior to participation in the study.

iii. Record retention: An investigator must retain required records for a period
of 2 years following the date a marketing application is approved for the
drug for the indication for which it is being investigated; or, if no
application is to be filed or if the application is not approved for such
indication, until 2 years after the investigation is discontinued and FDA is
notified.

e. Follow FDA requirements for investigator reports’

i. Progress reports: The investigator must furnish all reports to the sponsor
of the drug who is responsible for collecting and evaluating the results
obtained.

ii. Safety reports: An investigator must promptly report to the sponsor any
adverse effect that may reasonably be regarded as caused by, or probably
caused by, the drug. If the adverse effect is alarming, the investigator must
report the adverse effect immediately.

iii. Final report: An investigator must provide the sponsor with an adequate
report shortly after completion of the investigator's participation in the
investigation.

iv. Financial disclosure reports:

1. The clinical investigator must provide the sponsor with sufficient
accurate financial information to allow an applicant to submit
complete and accurate certification or disclosure statements as
required under 21 CFR 854.

2. The clinical investigator must promptly update this information if
any relevant changes occur during the course of the investigation
and for 1 year following the completion of the study.

f.  Follow FDA requirements for assurance of IRB review?®
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7 http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.64
8 http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.66
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An investigator must assure that an IRB that complies with the
requirements set forth in 21 CFR 856 will be responsible for the initial and
continuing review and approval of the proposed clinical study.

The investigator must also assure that he or she will promptly report to the
IRB all changes in the research activity and all unanticipated problems
involving risk to human participants or others, and that he or she will not
make any changes in the research without IRB approval, except where
necessary to eliminate apparent immediate hazards to human participants.

g. Follow FDA requirements for inspection of investigator's records and reports®

An investigator must upon request from any properly authorized officer or
employee of FDA, at reasonable times, permit such officer or employee to
have access to, and copy and verify any records or reports made by the
investigator pursuant to 312.62.

The investigator is not required to divulge participant names unless the
records of particular individuals require a more detailed study of the cases,
or unless there is reason to believe that the records do not represent actual
case studies, or do not represent actual results obtained.

h. Follow FDA requirements for handling of controlled substances*®

If the investigational drug is subject to the Controlled Substances Act, the
investigator must take adequate precautions, including storage of the
investigational drug in a securely locked, substantially constructed cabinet,
or other securely locked, substantially constructed enclosure, access to
which is limited, to prevent theft or diversion of the substance into illegal
channels of distribution.

4. For FDA-regulated research involving investigational devices:
a. General responsibilities of investigators.!

An investigator is responsible for ensuring that an investigation is
conducted according to the signed agreement, the investigational plan and
applicable FDA regulations, for protecting the rights, safety, and welfare
of participants under the investigator's care, and for the control of devices
under investigation. An investigator also is responsible for ensuring that
informed consent is obtained in accordance with 21 CFR 8§50.

b. Specific responsibilities of investigators*?

Awaiting approval: An investigator may determine whether potential
participants would be interested in participating in an investigation, but
must not request the written informed consent of any participant to
participate, and must not allow any participant to participate before
obtaining IRB and FDA approval.

Compliance: An investigator must conduct an investigation in accordance
with the signed agreement with the sponsor, the investigational plan, and
other applicable FDA regulations, and any conditions of approval imposed
by an IRB or FDA.

9 http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.68

10 hitp://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.69

11 hitp://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=812.100

12 hitp://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=812.110
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iii. Supervising device use: An investigator must permit an investigational
device to be used only with participants under the investigator's
supervision. An investigator must not supply an investigational device to
any person not authorized to receive it.

iv. Financial disclosure:

1. Acclinical investigator must disclose to the sponsor sufficient
accurate financial information to allow the applicant to submit
complete and accurate certification or disclosure statements
required under 21 CFR 8§54.

2. The investigator must promptly update this information if any
relevant changes occur during the course of the investigation and
for 1 year following completion of the study.

v. Disposing of device: Upon completion or termination of a clinical
investigation or the investigator's part of an investigation, or at the
sponsor's request, an investigator must return to the sponsor any remaining
supply of the device or otherwise dispose of the device as the sponsor
directs.

c. Maintain the following accurate, complete, and current records relating to the
investigator's participation in an investigation:®
i.  All correspondence with another investigator, an IRB, the sponsor, a
monitor, or FDA, including required reports.

ii. Records of receipt, use or disposition of a device that relate to:

1. The type and quantity of the device, the dates of its receipt, and the
batch number or code mark.

2. The names of all persons who received, used, or disposed of each
device.

3. Why and how many units of the device have been returned to the
sponsor, repaired