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Ch. 1: The Human Protection Program (HRPP)

Stanford has and follows written policies and procedures setting forth the ethical standards and
practices of the Human Research Protection Program. Relevant policies and procedures are
made available to Sponsors, Researchers, Research Staff, research participants, and the
Institutional Review Board, as appropriate. (AAHRPP Element 1.1.D)

The Stanford University Research Policy Handbook Human Research Protection Program
provides information about the organization, scope, authority and responsibilities associated
with the Stanford University HRPP for the research community at Stanford University and its
affiliates, and explains how the HRPP has been incorporated into one core document.

1.1 Organizations Covered by the HRPP
The five Stanford affiliated organizations are:

e Stanford University

e Stanford Hospital and Clinics (SHC)

e Lucile Packard Children’s Hospital at Stanford (LPCH)

e Veterans Affairs Palo Alto Health Care System (VAPAHCS)
e Palo Alto Veterans Institute for Research (PAVIR).

Any components of these organizations as listed in their Federalwide Assurances (FWAs) are
considered part of that organization for purposes of the HRPP and are covered by this HRPP
Policy Manual.

SHC and LPCH are California non-profit corporations whose sole member is the Board of
Trustees of Stanford University. They provide hospital, clinic, and physician services in
affiliation with the Stanford University School of Medicine. SHC and LPCH each maintain an
MOU with Stanford University that retains and requires Stanford University to carry out the
HRPP on their behalf. This document also requires that they agree to cooperate with Stanford
University and take all necessary actions to allow Stanford University to carry out the HRPP.
Both SHC and LPCH file a FWA appointing the Stanford University IRBs to review their human
subject research.

VAPAHCS is operated by the US Department of Veterans Affairs to provide hospital, clinic, and
physician services in the region of Palo Alto and Stanford, California. It is affiliated with
Stanford University and its School of Medicine. Many of its physicians and investigators are
also faculty at the School of Medicine who conduct research at VAPAHCS facilities. PAVIR is a
non-profit corporation established and controlled by VAPAHCS pursuant to 38 USC 7361 and
7368. Its purpose is to provide a flexible funding mechanism for the conduct of approved
research (i.e., externally sponsored research) at VAPAHCS facilities and through VAPAHCS
physicians and investigators. Both VAPAHCS and PAVIR file a FWA appointing the Stanford
University IRBs to review their human subjects research. VAPAHCS and PAVIR also maintain a
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memorandum of understanding with Stanford University relating to the HRPP. This document
is similar to the agreement with SHC and LPCH but provides that VAPAHCS “remains ultimately
responsible for the maintenance of its overall institutional system to protect human subjects.”
This occurs through the VAPAHCS Research and Development Committee. Additionally, the
memorandum of understanding between VAPAHCS and Stanford University formally
establishes the Stanford University IRBs as the Research Privacy Board for VAPAHCS and PAVIR.

1.2 Goal and Objectives of the HRPP

Stanford has and follows written policies and procedures setting forth the ethical standards
and practices of the Human Research Protection Program. Relevant policies and procedures
are made available to Sponsors, Researchers, Research Staff, research participants, and the
Institutional Review Board, as appropriate. (AAHRPP Element I.1.D)

The goal of the HRPP is to protect human research participants by ensuring that in all Stanford
research:

e The rights and welfare of human research participants are adequately protected.

e Such research is guided by the ethical principles of respect for persons, beneficence,
and justice as set forth in the Belmont Report, and is conducted with the highest
level of expertise and integrity.

e Such research complies with applicable laws.

Objectives of the HRPP

The HRPP includes mechanisms to:

e Establish a formal process to monitor, evaluate, and continually improve the
protection of human research participants and dedicate resources sufficient to do so

e Exercise oversight of research protection

e Educate investigators and research staff about their ethical responsibility to protect
research participants

e When appropriate, intervene in research and respond directly to concerns of
research participants.

Written Plan for the HRPP

The written plan for the HRPP is comprised of policies, guidance, and supporting documents
governing human subject research and the protection of participants. The HRPP is approved by
the Vice Provost and Dean of Research. All documentation comprising the HRPP is available on
the Human Subjects Website.
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1.3 Delegation of Responsibility for Stanford University HRPP Implementation

Stanford delegates responsibility for the Human Research Protection Program to an official
with sufficient standing, authority, and independence to ensure implementation and
maintenance of the program. (AAHRPP Element 1.1.B)

For the organizations covered by the HRPP, the President of Stanford University delegates the
primary responsibility to the Vice Provost and Dean of Research to establish, maintain, and
oversee the HRPP. (See Delegation of Authority to Institutional Officer and Research Policy
Handbook).

Stanford considers the HRPP Policy Manual to be a dynamic document because the scientific
developments, ethical issues, and regulatory circumstances that shape it are continuously
evolving and improving. The Research Compliance Office (RCO) maintains policies and written
procedures reflecting the current practices of the IRB in conducting reviews and approvals of
human research. As part of the RCO Continuous Quality Improvement (CQl) program, the RCO
Director, in consultation with CQl and senior HRPP staff, regularly reviews (i.e., at least
annually) and refines the HRPP Policy Manual and written procedures and makes
recommendations for modifications or develops new policies and procedures as appropriate.
The Vice Provost and Dean of Research may approve a modification of any portion of the HRPP
Policy Manual. The RCO Director may approve modifications to the HRPP Policy Manual that
relate to the day-to-day review and operational functions of the IRB; other modifications of the
HRPP Policy Manual must be approved by the Vice Provost and Dean of Research.

The RCO is responsible for disseminating all modifications to the HRPP Policy Manual and
incorporating them into the relevant educational programs (discussed in Chapter 4).

1.4 Research Covered by the HRPP

Stanford has and follows written policies and procedures for determining when activities are
overseen by the Human Research Protection Program. (AAHRPP Element I.1.A)

Types of Human Subjects Research at Stanford

Stanford conducts or oversees biomedical, social science and behavioral research. Human
subject research is covered as stated in the Federalwide Assurance — for Stanford. Stanford
University has chosen to limit the scope of its Federalwide Assurance (FWA) to federally funded
research.

Human Subjects Research in which Stanford is Engaged:

e [tis considered “human subject research” - as defined in any one of the following:
- FDA regulations

- DHHS regulations or other Common Rule regulations
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- VA regulations (VHA Directive 1200.05 and 1200.21- Classified research
involving human participants cannot be approved by the Stanford IRB), or
- Any other applicable state or local regulations, e.g., California State
regulations
and

e Stanford (or its employees or agents) is engaged in the research — as defined by being
involved in one or more of the following activities (in accordance with the OHRP
guidance Engagement of Institutions in Human Subjects Research):

- Receiving an award through a grant, contract, or cooperative agreement
directly from HHS or other federal agency for the non-exempt human
subjects research(even when all human research activities are conducted by
non-Stanford personnel);

- Sponsoring or overseeing a human subjects research study regardless of
funding or location (even when all human research activities are conducted
by non-Stanford personnel);

- Intervening for research purposes with any human subjects of the research
by performing invasive or noninvasive procedures;

- Intervening for research purposes with any human subject of the research by
manipulating the environment;

- Interacting for research purposes with any human subject of the research;
- Obtaining the informed consent of human subjects for the research.

- Obtaining for research purposes identifiable private information or
identifiable biological specimens from any source for the research.

Agents include all individuals performing institutionally designated activities or exercising
institutionally delegated authority or responsibility, including students, faculty, staff,
employees, visiting scholars.

See Chapter 3.3 for HRPP Policy Manual policies and procedures for determining when studies
meet the regulatory definitions of human subject research.

Actions Required before Stanford Will Allow an Investigator to Assume the Role
of Sponsor or Manufacturer

Manufacturing an investigational product for testing in humans or sponsoring a clinical trial
(including designing a clinical trial), whether foreign or domestic, may cause Stanford to assume
significant legal, regulatory, and financial obligations, and may engage Stanford in research,
even when a third party will serve as the investigator or manufacture the investigational
products on behalf of Stanford.
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e Investigators (including faculty who plan to hire third-party investigators) must consult
the IRB before undertaking any activity (including sub-contracting with a third party to
make the investigational product) that will place Stanford in the role of the
manufacturer of an investigational product intended for use in humans.

e Investigators (including faculty who plan to hire third-party investigators) must consult
the IRB before undertaking any activity or requesting any agreement that would cause
Stanford to assume the obligations of a clinical trial sponsor.

e In each case, the IRB will determine whether local IRB review is required and will alert
the investigator to other potentially applicable requirements, including FDA
manufacturing and export regulations, FDA IND or IDE submission, institutional contract
review, and insurance.

Approvals Required Before Human Subject Research Commences

IRB approval is required before research activities may commence.

In addition to approval from the IRB, depending on the funding source, either contract
finalization or departmental approval is required before research involving human participants
can commence, as follows:

e Externally funded research (industry-sponsored clinical trials and other clinical
research) undergoes a parallel review process by a combination of the following,
depending on the funding source:

For the School of Medicine: Research Management Group (RMG) develops
and negotiates budget and payment schedules, routes/ensures approvals,
negotiates terms and conditions, signs contracts, issues notices of award
(NOA) for industry-sponsored clinical trials

For other Schools: Office of Sponsored Research (OSR) negotiates terms and
conditions, signs contracts, issues notices of award (NOA) for industry-
sponsored clinical trials

For all Schools: Industrial Contracts Office (/CO) handles Industry Research
Agreements and Material Transfer Agreements (MTAs)

For VA research: The VA Research and Development Committee must
approve all VA research

e Otherresearch (see Chapter 1.7) requires approval by a Division Chief, Department
Chair, School Dean or designee, or Academic Sponsor as appropriate, confirming:

Scientific and scholarly validity

Adequacy of resources.

Some protocol-specific situations require additional review and approval by other
organizational components or must meet their standards (see Chapter 2.4).
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1.4.1 International Research

Stanford international (transnational) research activities are consistent with the ethical
principles set forth in its Human Research Protection Program and meet equivalent levels of
participant protection as research conducted in the Stanford principal location while
complying with local laws and taking into account cultural context. (AAHRPP Standard I1-3)

Researchers should ensure that participants outside the US have the equivalent protections
that participants would be afforded in the US. OHRP provides a compilation of regulations and
guidelines that govern human subjects research in other countries, as well as standards from a
number of international and regional organizations.

See:

e OHRP International Compilation of Human Subject Protections

e For VA research: VHA Directive 1200.05 and 1200.21 for definitions and
requirements for international research.

The IRB has and follows written policies and procedures for determining the risks to prospective
participants who are vulnerable to coercion or undue influence and ensuring that additional
protections are provided as required by applicable laws, regulations, codes, and guidance.
(AAHRPP Element I1.4.A as of 2011)

Permission must be obtained from the local Medical Center Director, prior to initiating any VA-
approved international research. All international research must also be approved explicitly in a
document signed by the VA medical facility Director, except for Cooperative Studies Program
activities which must be approved by the CRADO. The local Medical Center Director will not
grant permission for an international research study involving prisoners as research subjects.

Researcher Responsibilities

When studies are conducted in other countries (i.e., outside the US) researchers should be
knowledgeable about the local laws and customs which apply to the research, and the cultural
context in which they will be working. They should ensure that participants in international
research are afforded equivalent protections to those participating in the US and must describe
their qualifications and preparation for the research that enable them to estimate and minimize
risks to subjects. Researchers are asked to consider these issues on the International Research
form, APP-11.

IRB Responsibilities

Stanford IRB review of international research adheres to the same policies applied to domestic
(US) research, when appropriate. Additional legal or cultural expertise may be consulted by the
IRB during its review, and the IRB will make those determinations required by the laws of the
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countries in which the research is conducted. The IRB will also request documentation of local
IRB or local research/ethics committee review, when appropriate.

Considerations for Informed Consent

The IRB has and follows written policies and procedures to evaluate the consent process and
to require that the Researcher appropriately document the consent process. (AAHRPP
Element I1.3.F)

In some circumstances it may be inappropriate to document consent by using the standard
written and signed consent document, and there might be different rules on determining e.g.,
who may serve as a legally authorized representative (LAR). Refer to Chapter 12 for
information on waivers and alteration of consent, etc.

Additional Requirements

For federally funded research, the regulations of that sponsoring agency apply, and the
required federal protections must be provided; it is not sufficient to provide “equivalent”
protections.

See Other Federal Agencies - Additional Requirements [GUI-42] for other requirements
depending on the source of support/funding (e.g., Department of Defense, Department of the
Navy).
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1.5 Primary Officials, Administrative Units, and Individuals of the HRPP

Stanford delegates responsibility for the Human Research Protection Program to an official
with sufficient standing, authority, and independence to ensure implementation and
maintenance of the program. (AAHRPP Element 1.1.B)

Stanford has and follows written policies and procedures setting forth the ethical standards
and practices of the Human Research Protection Program. Relevant policies and procedures
are made available to Sponsors, Researchers, Research Staff, research participants, and the
Institutional Review Board, as appropriate. (AAHRPP Element I.1.D)

Officials Responsible for the HRPP

The primary responsibility for the HRPP lies with Stanford University through the Vice Provost
and Dean of Research. See RPH Human Research Protection Program. The President of
Stanford University delegates this responsibility to the Vice Provost and Dean of Research. The
Board of Trustees of Stanford University, the governing body of Stanford University (as
established by Jane and Leland Stanford in the 1885 Founding Grant), appoints the President.

Dean of Research Office responsibilities and organization are described in Administrative Guide
Chapter 9.

As Stanford University’s Institutional Official, the Vice Provost and Dean of Research signs the
Federalwide Assurance of Compliance (FWA) on behalf of the institution’s HRPP and is
ultimately responsible for:

e Creating, establishing, and maintaining the policies and procedures for the HRPP and
related research policies and procedures on behalf of Stanford University

e Overseeing the protection of human participants, regulatory compliance, and the
implementation of the HRPP for Stanford

e Ensuring that open channels of communication are maintained between the
components of the HRPP

e Overseeing research investigators and staff, and research management

e Ensuring the independence of the IRB, including the authority to act without undue
influence

e Requiring periodic reviews of the HRPP
e Ensuring that the HRPP is functional, adequately staffed and funded, involving:
i) Annual review of the resources allocated to the HRPP

ii)  Participation in the annual budget preparation for the HRPP and
incorporation of the HRPP budget into the budget of Stanford University.
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The day-to-day operational and oversight responsibility for the HRPP is delegated to the
Research Compliance Office (RCO) Director, a non-faculty, full-time administrator. The RCO
Director reports to the Vice Provost and Dean of Research.

The Research Compliance Office (RCO) Director has day-to-day operational responsibility for
the HRPP through the RCO. Among other functions, the RCO Director is administratively
responsible for the operations of the IRBs, the Institutional Animal Care and Use Committee
(IACUC), the IRB/SCRO (IRB and Stem Cell Research Oversight) Panel, and in conjunction with
Environmental Health and Safety, assists the Biosafety and Radiological Safety Committees.

VAPAHCS Research and Development Committee: This committee is ultimately responsible for
all human subject research which occurs at VAPAHCS. Its membership, functions and
responsibilities are described in the VAPAHCS Health Care System Memorandum No. 151-15-
11, Research and Development Committee and Associated Subcommittees.

IRBs

The Administrative Panels on Human Subjects in Medical Research and the Administrative
Panel on Human Subjects in Non-Medical Research are the Institutional Review Boards (IRBs)
and perform many of the core functions of the HRPP. The Vice Provost and Dean of Research
appoints the chairs and the members of the IRBs and assigns their authority and responsibility
in the “charge” to the Chairs and members. See Charge to the Administrative Panel on Human
Subjects in Medical Research - IRB by the Vice Provost and Dean of Research, Charge to the
Administrative Panel on Human Subjects in Medical Research — IRB/SCRO by the Vice Provost
and Dean of Research, and Charge to the Administrative Panel on Human Subjects in Non-
Medical Research by the Vice Provost and Dean of Research. The charge emphasizes that the
IRBs are functionally independent (e.g., of the individuals who are conducting the research) and
have ready access to the highest officials of the covered organizations, if needed, to ensure
protection for human research participants.

There are seven medical IRBs and one nonmedical IRB. Their authority, membership
requirements, and responsibilities are described in Chapter 6. IRBs are responsible for the
initial and continuing review, review of modifications, approval of all research subject to the
HRPP, determining serious or continuing noncompliance, requiring modification (to secure
approval), disapproving research, and applying applicable ethical standards.

Stanford ensures that the Human Research Protection Program has resources sufficient to
protect the rights and welfare of research participants for the research activities that
Stanford conducts or oversees. (AAHRPP Standard I-2)

HRPP Staff in the Research Compliance Office (RCO): The HRPP Associate Director is
responsible for supporting the daily operations of the IRBs and the education program. The IRB
staff review protocol applications for accuracy and completeness and act as liaisons between
the Protocol Directors (PDs) and the IRB members. Senior IRB staff are responsible for the
training of all individuals who are affected by the Human Research Protection Program. The
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Continuous Quality Improvement (CQl) program is an integrated part of the Research
Compliance Office and ensures periodic evaluation and strengthening of the HRPP.

Upon request, the RCO has responsibility for review and comment on proposed external
regulations dealing with human research. When appropriate, the RCO formulates and
recommends draft policies and procedures for approval by the appropriate Stanford University
bodies and promulgation by the Vice Provost and Dean of Research.

Researchers

Principal Investigator/Protocol Director: The Stanford individual ultimately responsible for a
protocol is the Protocol Director (PD). Most (but not all PDs) have faculty appointments at
Stanford University. PD responsibilities are specified in the HRPP Policy Manual and include
ensuring that:

e All Stanford human subject research has received initial prospective review and
approval by the IRB.

e Continuing review and approval of the research has been accomplished within the
time frame stipulated by the IRB.

e The research is conducted at all times in compliance with all applicable regulatory
requirements and the determinations of the IRB.

Other Members of the Research Team: Every member of the research team is responsible for
protecting human participants. Investigators, study coordinators, research nurses, research
assistants, Academic Sponsors, student/staff investigators, and all other research staff have the
following strict obligations to:

e Comply with all IRB determinations and procedures

e Adhere rigorously to all protocol requirements

e Inform the PD, and thus IRB, of unanticipated problems

e Ensure the adequacy of the informed consent process

e Take necessary measures to ensure adequate protection for study participants.

See Chapter 14 and Chapter 15 for more on responsibilities and duties under the HRPP.
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Sponsored Research

Sponsors can be a company, institution, individual donor, or organization responsible for the
initiation, management, or financing of a research study. Both the sponsor and Stanford have
obligations to protect research participants.

Participant Outreach

Participants in a research project also have responsibilities. These include telling the truth,
asking for clarification, following the protocol, notifying study personnel of their non-
compliance, and telling investigators if they wish to withdraw from the study.

HRPP Organizational Components

In addition to the Vice Provost and Dean of Research and the RCO, human research protection
responsibilities are shared by these Stanford University HRPP components:

The Stanford Cancer Institute (SCl) draws upon the expertise of more than 300 researchers and
clinicians from the Schools of Medicine, Engineering and Humanities & Sciences to advance
research discoveries and medical innovation and provide comprehensive patient care. Within
SCI, the Cancer Clinical Trials Office (CCTO): provides administrative, research, and educational
services to Cancer Center investigators conducting clinical trials. Programs serve to increase
awareness and accrual to clinical trials as well as to improve the quality and efficiencies of
conducting clinical trials in compliance with regulatory, documentation, and oversight
requirements. Its goals are to:

e Facilitate clinical trials and translational research by providing administrative
support to all Cancer Center investigators

e Enhance and facilitate data collection and reporting of clinical cancer research

e Provide programs to contribute to quality assurance and the ongoing education of
Cancer Center Clinical Research Personnel

e Coordinate outreach efforts in the community to increase clinical trials awareness
and accrual, and

e Promote interdisciplinary collaborations and translational medical research.

All cancer-related studies are reviewed by the CCTO Scientific Review Committee (SRC), (except
observational studies, retrospective chart reviews, compassionate use studies, and multiple
program projects (MPPs)). The Data Safety Monitoring Committee of the CCTO reviews adverse
event reports and requires them, as appropriate, to be submitted to the IRB. (See Chapter
3.10).

Institutional Conflict of Interest Committee (ICOIC): The ICOIC of the School of Medicine (SOM)
reviews COl disclosures from all protocols (SOM and non-SOM) submitted to the IRB. The ICOIC
considers the conflicting interests, determines or assesses any mitigation or management plan,
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and determines whether the conflict can be managed or needs to be eliminated. If further
review is appropriate, the case is examined by the Vice Provost and Dean of Research. The
decisions and actions of the ICOIC are reported to the IRB staff and considered by an
experienced IRB member or at an IRB convened meeting. See Chapter 3.7 for more information.

Environmental Health and Safety (EH&S): EH&S provides and coordinates programs and
services that minimize risks to safety and health, and environmental and regulatory risks to the
Stanford University community in a manner consistent with responsible fiscal and
environmental stewardship. EH&S works with investigators to promote safe and healthful
laboratory environments that support the University's science and research mission. The
Administrative Panel on Biosafety (APB) and Health Physics Radiation Safety are under the
auspices of EH&S. As appropriate:

e Human subject research must have APB approval before research activities may
commence;

e The Protocol Application contains questions about radioisotopes and radiation
machines; the Radiation Safety Committee must certify that it has reviewed a
protocol using radioisotopes or radiation machines and recommends it for
approval. Without this approval, a study which employs these modalities cannot be
approved by the IRB, and must either be approved contingent upon receiving
Radiation Safety Committee approval, or tabled to a future convened meeting;

e The Protocol Application instructs that patient related equipment, if used, must
meet standards established by the Hospital Instrumentation and Electrical Safety
Committee.

Clinical and Translational Research Unit (CTRU): The CTRU was formerly the General Clinical
Research Center (GCRC). The CTRU is an NIH-funded core facility for the Stanford University
School of Medicine. CTRU facilities and services include:

e Clinical space (outpatient)

e Research nursing support

e C(linical sample laboratory processing and specialized assays
e Bionutrition research support

e Mentorship of junior investigators

It supports studies (including cancer studies) that are conducted in the main hospital, the
Veterans Affairs Palo Alto Health Care System, and Lucile Packard Children's Hospital.

Stanford Affiliated Covered Entity [SACE]: SACE includes Stanford Hospital and Clinics, Lucile
Packard Children's Hospital, and the Stanford University HIPAA Components.

e Privacy Governance Council: The Privacy Governance Council is convened by the
Stanford University Privacy Officer to explore issues related to the implementation
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and enforcement of the Privacy and Security rules under HIPAA for the Stanford
Affiliated Covered Entity.

Internal Audit and Institutional Compliance: Audit liaisons work with the various entities to
carry out audit activities. In addition, the Institutional Compliance Program is carried out by a
number of compliance offices, with oversight residing under the Associate Vice President for
Internal Audit and Institutional Compliance.

Office of the General Counsel (OGC): The OGC is responsible for addressing all of the legal
issues arising out of the activities of Stanford University, Stanford Hospital and Clinics and Lucile
Salter Packard Children's Hospital at Stanford. A representative of the OGC serves as an ex-
officio IRB member and is available for consultation on issues regarding human subject research
and participant protection.

Leadership for research administration at Stanford University is jointly shared between the
Office of the Vice Provost and Dean of Research and the Office of Business Affairs. The Office of
Sponsored Research (OSR) manages pre- and post-award research services for the university,
including negotiation of sponsored agreements, award set-up and closeout. OSR works in close
collaboration with a number of partner groups in other central and school offices to help
ensure the overall effective coordination of research administration services, systems, policies,
and processes. OSR prepares, negotiates and oversees federally-funded contracts, sub-awards
and subcontracts. Effective October 2011, contract administration for industry-sponsored
clinical trials has been consolidated within the School of Medicine Research Management
Group (RMG).

The Research Administration Policy and Compliance Office (RAPC) oversees Cost &
Management Analysis (CMA), Property Management, Accounts Receivable, Service Centers and
Space Management.

Office of Technology Licensing (OTL): OTL is responsible for managing the intellectual property
assets of Stanford University. The OTL charter is to help turn scientific progress into tangible
products, while returning income to the inventor and to the University to support further
research. OTL has signature authority on behalf of the University for license agreements,
material transfer agreements, industrial contracts and other agreements that pertain to
intellectual property*. Of particular relevance to human subject research protections are:

e Clinical Technology Assessment Agreements (CTAA's) - created when a sponsor
provides an investigational drug or device for research; the protocol must have IRB
approval, and, as appropriate an IND or IDE.

e Material Transfer Agreements (MTA’s) - these govern the use of tangible research
materials distributed to other institutions. The Protocol Application asks whether
tissues are to be distributed as part of such an agreement.

* Except for clinical trial agreements, which are handled by the Office of Sponsored
Research (OSR), the Industrial Contracts Office (ICO) within OTL is responsible for negotiating
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and signing sponsored research, material transfers (including Material Transfer Agreements
with non-profits and government agencies) and related research agreements with industry.

Risk Assessment Committee (RAC): The Risk Assessment Committee is a high-level, multi-
disciplinary group that evaluates human subject research protocols for financial or
administrative risks, or when a request is made to waive a policy related to clinical trial
operations and administration. The RAC is comprised of representatives from the School of
Medicine, Hospital Financial Services, Hospital Compliance, Office of the General Counsel and
University Risk Management. RAC provides an additional vehicle for risk analysis but does not
evaluate human subject protections, conflict of interest, or scientific validity; RAC may have
observations in these three areas but does not have any formal responsibility for action in such
matters. RAC makes recommendations on whether or not to waive School of Medicine policy to
the Senior Associate Dean for Research.

Research Management Group (RMG): For School of Medicine research - Provides oversight
and management of sponsored projects and ensures compliance with sponsor and University
expectations for managing sponsored funds. RMG performs a parallel review to the IRB, and
confirms IRB approval before routing sponsored project information to the Office of Sponsored
Research (OSR) contracts office. Effective October 2011, it also supports contract
administration for industry-sponsored clinical trials (see above).

Stanford Center for Biomedical Ethics (SCBE): The SCBE is dedicated to interdisciplinary
research and education in biomedical ethics and provides clinical and research ethics
consultation. SCBE serves as a scholarly resource on emerging ethical issues raised by medicine
and biomedical research and is called upon for consultation by the IRB when needed.

Stanford Center for Clinical and Translational Research and Education (Spectrum): Spectrum
serves Stanford faculty and clinical research personnel in the School of Medicine (SOM),
Stanford University Medical Center, Lucile Packard Children's Hospital (LPCH) and Veterans
Affairs Palo Alto Health Care System (VAPAHCS). Its mission is to enhance the quality of clinical
and translational research by:

e Aligning organizational “service” based activities

e Providing education, training, and mentoring to clinical research coordinators and
staff

e Developing an integrated research infrastructure

IRB staff and Spectrum collaborate to provide education to the research community,
disseminate information about the HRPP, and to facilitate quality improvement activities such
as compliance reviews.

Stanford University Schools: Although human subject research (including undergraduate
research programs) takes place within any of the seven schools, most human subject research is
performed by the Schools of Medicine, Education, and Humanities & Sciences, which includes
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the Department of Psychology. All such research must receive IRB approval before research
activities can commence.

1.6 Ethical and Legal Principles Governing Human Subject Research
Ethical Principles

The primary ethical principles applied to research covered by the HRPP, including protocols
“exempt” under federal regulations pertaining to human subject research, are those set forth in
The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of
Research of the National Commission for the Protection of Human Subjects of Biomedical and
Behavioral Research (Belmont Report).

The three main principles are:

Respect for persons (e.g., applied by obtaining informed consent, considering privacy and
confidentiality, and adding protections for vulnerable populations)

Beneficence (e.g., applied by weighing risks and benefits)
Justice (e.g., applied by the equitable selection of subjects)

All parties involved in the conduct of research are expected to also adhere to the principles of
expertise (“competent to do the work”) and integrity (“faithfully adhere to professional
principles”). Ethical principles from other sources (e.g., International Conference on
Harmonization) may also be applied to research covered by the HRPP, for example:

e To an individual protocol because its particular circumstances raise a type of ethical
issue that most other protocols do not

e When they are recognized by the federal or other funding source or the state or
country where the research will occur

e When they have been developed for specific areas or types of subjects (e.g.,
embryos and fetal tissue, illiterate subjects).

Investigator training on the ethical principles governing human subject research and
investigator responsibilities is provided by the tutorial Principal Investigator Responsibilities at
Stanford University. These principles are also covered in the CITI tutorial for investigators, IRB
Members, and IRB Staff, and in the orientation given to new IRB members.

With respect to sponsored research, Stanford University and PAVIR address the protection of
research participants by including in their standard contract templates a provision that the
sponsor acknowledges and understands that the Stanford HRPP is applicable to all human
participant research. See Chapter 16.
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Legal Principles

The basic legal principles governing human subject research, covered by the HRPP and
applicable to individual protocols are:

e Federal Policy for Protection of Human Subjects (Common Rule) in 45 CFR Part 46

e Food and Drug Administration Regulations for the Protection of Human Subjects in
21 CFR Parts 50 and 56

e Standards for Privacy of Individually Identifiable Health Information (HIPAA Privacy
Rule) in 45 CFR Parts 160 and 164.

e Department of Veterans Affairs regulations in 38 CFR Part 16 and VHA Directive
1200.05

e Applicable California law.

These and other legal principles are addressed when applicable in individual chapters of this
manual.

Stanford has and follows written policies and procedures setting forth the ethical standards
and practices of the Human Research Protection Program. Relevant policies and procedures
are made available to Sponsors, Researchers, Research Staff, research participants, and the
Institutional Review Board or Ethics Committee, as appropriate. (AAHRPP Element 1.1.D)

Additional Requirements

Depending on the source of support for research, regulations from other agencies such as DoD,
DOJ, etc. might apply. See Other Federal Agencies - Additional Requirements [GUI-42].

1.7 Scientific and Scholarly Validity Review and Ethics Review

Stanford has and follows written policies and procedures for reviewing the scientific or scholarly
validity of a proposed research study. Such procedures are coordinated with the ethics review
process. (AAHRPP Element I.1.F)

Scientific and Scholarly Validity Review

When evaluating the scientific and scholarly validity of a protocol, the IRB relies on the review
provided by different entities, as follows:

e For federally sponsored research, including VA-funded research, the peer review
process by the sponsoring agency (e.g., NIH, NCI, DOD) provides scientific and
scholarly review.

e For research subject to FDA review, the FDA conducts a rigorous scientific design
review during IND or IDE evaluation. Most industry-sponsored research falls within
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this category. An important exception is Non-Significant Risk (NSR) device research,
where the IRB serves, in a sense, as the FDA’s surrogate with respect to review and
approval of NSR studies.

e For research occurring at the VA Palo Alto Health Care System (VAPAHCS), the VA
Research and Development Committee (R&D) and subcommittees perform scientific
review of all activities prior to initiation and at least annually thereafter, in order to
evaluate the quality, design, desirability and feasibility of each new R&D
proposal/application for funding, to assure maintenance of high scientific standards,
protection of human research participants including privacy and confidentiality, and
adequate safety measures. The process is described in VAPAHCS Memorandum No.
151-15-11, Research and Development Committee and Associated Subcommittees.

e The Cancer Center Scientific Review Committee (SRC) provides a peer review of local
and national research protocols involving cancer patients treated at Stanford
University Clinical Cancer Center and Lucile Packard Children's Hospital. The review
primarily focuses on the scientific merit of the study and applies to all phases of
clinical therapeutic intervention, behavioral clinical trials, tissue and body fluid
research, and diagnostic trials, which impact medical decision making for the
treatment of cancer patients. The process is described in the SRC website. All cancer
studies are required to undergo SRC review with the exception of prospective
biospecimen studies that are not investigating a scientific hypothesis and
compassionate use studies for a single patient.

For research that has departmental funding, gift funding or no funding, or that has not
otherwise gone through a scientific review as described above, the IRB requires that:

e Inthe School of Medicine: the Division Chief or Department Chair of the PD’s
department, (or the School Dean or his designee when the Division Chief or
Department Chair has a conflicting interest), or

e In other schools: the School Dean or designee

submit a Review of Scientific and Scholarly Validity [APP-10]) and confirm to the IRB that
scientific review of the protocol has occurred. This submission is not necessary for
retrospective charts reviews.

For all research conducted by students, including student research that may undergo scientific
review by an awarding entity, this confirmation is provided by the Academic Sponsor who is
responsible for the scientific review. The Academic Sponsor must submit a Review of Scientific
and Scholarly Validity, and Oversight [APP-9] to the IRB.

The signatures on these documents confirm the soundness of the research design and the
ability of the research to achieve its aims.
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Stanford ensures that the Human Research Protection Program has resources sufficient to
protect the rights and welfare of research participants for the research activities that
Stanford conducts or oversees. (AAHRPP Standard I-2)

Submission of APP-10 is not required for minimal risk retrospective chart reviews. However,
APP-9 is still required for student chart reviews, since this form also confirms faculty oversight.
For regular review protocols, the PD must answer the questions in the Scientific Review
Protocol for Human Subjects Research [NOT-13].

For all research, the IRB evaluates, in accordance with federal research regulations [45 CFR
46.111(a) and 21 CFR 56.111(a)] whether the following requirements are satisfied:

Risks to participants (physical, psychological, social, legal, and economic) are minimized (i) by
using procedures which are consistent with sound research design and which do not
unnecessarily expose participants to risk; and (ii) whenever appropriate, by using procedures
already being performed on the subjects for diagnostic or treatment purposes.

Risks to participants are reasonable in relation to anticipated benefits, if any, to participants,
and the importance of the knowledge that may be expected to result.

If the requirements noted above are not satisfied, the protocol may not be approved as written.
The IRB reviewer(s) may consider other scientific reviews, as noted above, (e.g., NIH peer
review, SRC review) in their evaluation. For protocols where the protocol design is unusual or
novel, in addition to the protocol being assigned to primary reviewer(s) with relevant expertise,
input from ad hoc consultants may also be obtained. For further information, refer to guidance
Evaluating Sound Study Design [GUI-17].

Ethics Review

The IRB review of the study procedures, risks and benefits includes the identification,
evaluation and resolution of the ethics issues presented in the study in accordance with the
ethical principles outlined in Chapter 1.4. If necessary, the IRB may seek ad hoc assistance from
ethical consultants, both internal and external (e.g., members of the hospital ethics committees
of SHC, LPCH, or VAPAHCS, or members of Stanford University’s Center for Biomedical Ethics).

An ethics review (in addition to the scientific review) is also conducted by the internal review
committees for research done in the Clinical and Translational Research Unit (CTRU) at SHC and
LPCH, and in the Cancer Center at SHC and LPCH.

An ethics review (in addition to the scientific review) is also conducted by the internal review
committees for research done in the Cancer Center at SHC and LPCH.

Ethics consults are also available for researchers, via the Spectrum Biomedical Ethics program,
with the Stanford Center for Biomedical Ethics (SCBE). Initial ethics consultations for study
design, bedside or bench side consultations, are scheduled through the Center for Integration
of Research on Genetics and Ethics website
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Additional Requirements

See Other Federal Agencies - Additional Requirements [GUI-42] for other requirements

depending on the source of support/funding (e.g., Department of Defense, Department of
Justice).
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Ch. 2: Resources Supporting the HRPP

2.1 Sufficient Human and Fiscal Resources

Stanford ensures that the Human Research Protection Program has resources sufficient to
protect the rights and welfare of research participants for the research activities that Stanford
conducts or oversees. (AAHRPP Standard 1-2)

The provision of adequate human and fiscal resources facilitated through the budgeting process
results in a well-functioning and effective HRPP.

Human Resources: Stanford University demonstrates a high level of institutional commitment
to its HRPP in terms of human resources. The HRPP is led by the Vice Provost and Dean of
Research, pursuant to the authority delegated by the Office of the President (see Delegation of
Authority to Institutional Officer). The Vice Provost and Dean of Research oversees the
Research Compliance Office (RCO).

Fiscal Resources: Stanford University demonstrates a high level of institutional commitment to
its HRPP in terms of fiscal resources and is committed to providing the RCO with adequate
means to carry out its mission while keeping the protocols-to-staff-ratio within acceptable
boundaries.

Resource Allocation in support of HRPP: The RCO receives its annual budget through the Office
of the Vice Provost and Dean of Research.

The annual budget is established by a three-phase process:

1. IRB Chairs provide input regarding priorities and resources needed for the new
academic year. This input is included in the Annual Report and communicated to the
Vice Provost and Dean of Research in a written report. Any questions from the Vice
Provost and Dean of Research are communicated to the RCO Director to discuss with
the IRB Chairs.

2. The RCO Deputy Director and budget officers in the Office of the Vice Provost and Dean
of Research prepare income and expense forecasts for the following year. Income
forecast includes fees collected for the review of protocols on company-sponsored
clinical research. Expenditure forecast takes into consideration:

e Adequate number of IRBs

e Adequate staffing

e Adequate technology support

e Access to meeting space

e Adequate funds for educational opportunities for IRB members and IRB staff,

including off-site conferences
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e Adequate funds to provide on-going office and logistic support
e Adequate funds to carry out agreed-upon special projects.

3. These forecasts are converted into a budget ultimately reviewed and approved by the
Provost. This budget is then integrated by the University Budget Office into the
University’s consolidated budget forecast presented to the Board of Trustees for
approval. It takes effect on September 1 of each year.

During the fiscal year, the RCO Deputy Director and the budget officers in the Office of the Vice
Provost and Dean of Research analyze and explain any variance between actual income and
expense (or projected income and expense) and the Consolidated Budget of the RCO, in
accordance with the guidelines provided by the University Budget Office (Administrative Guide
Memo 3.1.2 - University Funds). When unanticipated needs arise, they are communicated by
the RCO Director to the Vice Provost and Dean of Research. These needs are considered in light
of their urgency and fiscal implications.

Other components of the HRPP have similar budget and review processes.

2.2 Matching IRBs to Volume and Types of Human Research

Stanford ensures that the Human Research Protection Program has resources sufficient to
protect the rights and welfare of research participants for the research activities that Stanford
conducts or oversees. (AAHRPP Standard 1-2)

Each IRB meets at least once a month, with the exception of:

e The non-medical IRB (IRB 2), which does not meet in August or in months when no
presented protocols are included on the agenda, and

e Those IRBs which process only expedited and exempt protocols and do not meet
routinely.

The non-medical IRB reviews research conducted in the field of human behavior, social
sciences, education, anthropology, and other similar areas. This IRB generally will not review
protocols with physical interventions, e.g., MRI, venipuncture, or actions that involve the
collection or analysis of protected health information.

Human subject research protocols which also involve stem cells are usually assigned to
IRB/SCRO; those involving gene transfers are usually assigned to IRB 1.

The RCO assesses its level of activity at least annually in order to optimize the workflow and IRB
load. It considers the ratio of protocols to staff, the number of transactions generated by each
protocol, the type of protocols (regular, expedited or exempt), and any other appropriate
elements. Input from the IRB Chairs regarding the level of activity and other IRB-related
matters are gathered in the IRB annual report that is presented to the Vice Provost and Dean of
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Research. When adjustments are necessary, their financial implications are considered during
the budget process outlined above in Chapter 2.1.

New IRBs or new staff positions are created to meet the demands of the workload. Meeting
schedules and corresponding protocol submission deadlines are posted on the Human Subjects
Research website. Submitted protocols are assessed for completeness before their assignment
to an IRB. Once a protocol is assigned to an IRB, the review process can start. This includes a
detailed pre-meeting review phase that ensures that substantive issues and compliance
requirements are addressed in a timely fashion. See Chapter 7 for information on the review
process.

2.3 Human Research Protection, Care of Participants, and Safety

Stanford ensures that the Human Research Protection Program has resources sufficient to
protect the rights and welfare of research participants for the research activities that Stanford
conducts or oversees. (AAHRPP Standard I-2)

The IRB has and follows written policies and procedures for identifying and analyzing risks
and identifying measures to minimize such risks. The analysis of risk includes a
determination that the risks to participants are reasonable in relation to the potential
benefits to participants and to society. (AAHRPP Element II.3.A)

To approve research, the IRB must determine that, where appropriate, there are adequate
resources to ensure the care and safety of participants, from the screening and recruitment
phases throughout the project (for VA projects, Stanford VA adheres to VHA Directive 1200.05).
During review of the submitted protocol, the IRB assesses the information in the eProtocol
Application and as necessary asks for additional details. (See Chapter 7 for information about
the review process.) If the protocol does not provide adequate protection, it will not be
approved.

Protocol Directors (PDs) are required to indicate in the Protocol Application whether
investigators: will have access to a population that will allow recruitment of the required
number of participants; will have sufficient time to conduct and complete the research; will
have adequate numbers of qualified staff; will have adequate facilities; will have a process to
ensure that all persons assisting with the research are adequately informed about the protocol
and their research related duties and functions; and will have medical or psychological
resources available that participants might require as a consequence of the research when
applicable.

When the protocol is not funded by a contract or a grant, the availability of resources is
affirmed by the Academic Sponsor, the Division Chief, Department Chair, School Dean or their
designee (as appropriate to the sponsorship/funding and administration of the study).
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PDs should continually monitor the resources allocated for their research and notify the IRB if
any change in the availability of resources may adversely impact the rights and welfare of
participants.

2.4 Communication and Interaction

Stanford has and follows written policies and procedures setting forth the ethical standards
and practices of the Human Research Protection Program. Relevant policies and procedures
are made available to Sponsors, Researchers, Research Staff, research participants, and the
Institutional Review Board, as appropriate. (AAHRPP Element I.1.D)

Communication

The IRB ensures that the communications required by the information supplied in the eProtocol
Application take place. The Intake Checklist and the Protocol Checklist are used when
reviewing a protocol application to ensure that situations which require communication and
interaction between various components of the HRPP are handled appropriately:

e The Radiation Safety Committee must certify that it has reviewed a protocol using
radioisotopes or radiation machines and recommends it for approval. Without this
approval, a study which employs these modalities will either be tabled to a future
convened meeting or will be approved contingent on Radiation Safety Committee
recommendation for approval. If a modification involves review by Radiation Safety, the
IRB will hold its approval until Radiation Safety forwards its approval to the IRB.
Radiation Safety is given access to the protocol information by the IRB.

e Protocols involving biosafety materials and requiring review by the Biosafety Panel
must be reviewed by this Panel and receive an approval letter in addition to review by
the IRB. A new protocol generally will not be presented at an IRB convened meeting
until the Biosafety Panel has approved it. If a modification or continuing review involves
review by Biosafety, the IRB will hold its approval until Biosafety forwards its approval to
the IRB. The HRPP Associate Director and the IRB Manager are ex-officio members of
the Biosafety Panel. A member of the IRB staff attends the Biosafety Panel meetings
and receives communications directly from the Panel regarding submitted protocols.
The Biosafety Officer and Biosafety Specialist (from the Environmental Health & Safety
department) are ex officio members of the medical IRBs and IRB/SCRO and attend
medical IRB and IRB/SCRO Panel meetings.

e Protocols that also involve the use of human stem cells, human embryos, or their
derivatives must be reviewed and approved by the IRB/SCRO (IRB/Stem Cell Research
Oversight) Panel, in addition to having an IRB protocol reviewed and approved by
IRB/SCRO, prior to activity commencement.
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Patient related equipment using electricity must meet the standards established by the
Hospital Instrumentation and Electrical Safety Committee. For protocols using such
equipment, the investigator is referred to Clinical Engineering.

Investigator Conflict of Interest disclosures: All investigator conflicting interest is
managed via the Conflict of Interest Review Program (COIRP) and its associated
Institutional Conflict of Interest Committee (ICOIC). The IRB will not approve a protocol
until any disclosed COI has been reviewed and resolved by the COIRP/ICOIC, and as
appropriate, a plan or strategy to adequately eliminate, mitigate, or manage the conflict
has been determined by the COIRP/ICOIC. See Chapters 3.7, 6.3, and 14.1.

An FDA investigational drug or biologic that is not under the control of the hospital
pharmacy (SHC or LPCH): The PD must have a Security and Controlled Access Plan for
the drug or biologic on file with the applicable pharmacy. See Chapter 5.2.

Blood, tissue, or data (slides, X-rays, etc.) that are being transferred in or out of the
institution, and there is no contract in place: The PD must coordinate with the Office of
Technology Licensing (OTL) about a Material Transfer Agreement (MTA) or Data Use
Agreement (DUA).

Funding status: Enquiries may be made of the Research Management Group
(RMG)/Office of Sponsored Research (OSR), to verify whether there is active funding.

Interaction

Several groups provide a vehicle for interaction among key individuals who are responsible for
human research participant protection:

VA/Stanford Working Group: Comprised of representatives of the VAPAHCS, and the
Stanford RCO, who report back to their respective senior management.

Privacy Governance Council: Convened by Stanford University Privacy Officer to explore
issues related to implementation and enforcement of Privacy and Security rules under
HIPAA.

Stanford Center for Clinical and Translational Research and Education (Spectrum):
Spectrum serves faculty and clinical research personnel at Stanford: in the School of
Medicine, Stanford University Medical Center, Lucile Packard Children's Hospital (LPCH)
and Veterans Affairs Palo Alto Health Care System (VAPAHCS).

Spectrum is an interdisciplinary center that facilitates health research across the
university. Its core mission is to accelerate the translation of basic scientific discoveries
into practical solutions that improve human health, through educational programs,
research support, infrastructure streamlining and innovation funding.

Spectrum is a member of the Clinical and Translational Science Award (CTSA)
consortium, funded by the NIH National Center for Advancing Translational Sciences
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(Grant: UL1 TR001085). To help advance the nation’s health-research environment,
Spectrum is working with the consortium to foster broad coalitions and partnerships at
local and national levels.

Policies Available to all Parties to Research

The HRPP Policy Manual and other relevant policies and procedures are available to the
sponsors and to the entire Stanford research community, including researchers, research staff,
IRB staff, IRB members, employees, and students through the Human Subjects Research
website and various other sources as described in Chapter 3.1.
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Ch. 3: Compliance Monitoring

3.1 Policies, Procedures, and Resources Available to Investigators and
Research Staff

Stanford has and follows written policies and procedures setting forth the ethical standards
and practices of the Human Research Protection Program. Relevant policies and procedures are
made available to Sponsors, Researchers, Research Staff, research participants, and the
Institutional Review Board, as appropriate. (AAHRPP Element 1.1.D)

The Research Compliance Office (RCO) has primary responsibility for ensuring the HRPP Policy
Manual and related materials are available to the entire Stanford research community,

including:

The RCO

Investigators
Research staff
IRB staff

IRB members
Employees
Students

maintains the Human Subjects Research website which provides access to:

The HRPP Policy Manual

Links to pertinent governmental regulations and guidelines

Links to Stanford policies (Research Policy Handbook, Hospital and Clinic Policies,
Lucile Packard Children’s Hospital Policies and the VHA Handbooks and Directives)

Guidance on various topics, such as sponsor-investigator research, children in
research, use of test articles and reportable events

Guidance on additional requirements when research is supported by, or under the
purview of, agencies such as Departments of Defense, Education, Energy, and
Justice; EPA; ICH-GCP; National Science Foundation; PHS

IRB forms, including checklists, consent form and HIPAA authorization templates
Protocol Application instructions and information

Frequently Asked Questions and Practice Tips for investigators regarding human
subject research protections and the IRB review process

Human subject determination information and forms to assist investigators in
identifying which protocols involve human subject research requiring IRB review.
For example, the following might not be research under 45 CFR 46, or 21 CFR 50, 56:
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QA/Ql, pilot projects, research practicum, case studies (approximately 3 to 5), and
oral histories. See Is My Project “Research”?

e New alerts highlighting the posting of new information or changes in existing policies
and procedures

e |RB education presentations

The IRB staff is readily available by telephone and in-person meetings to assist investigators and
research staff on human subject research matters, particularly IRB applications and review
questions.

IRB member and staff education is provided at each convened IRB meeting. At the beginning of
each meeting the IRB staff provides an educational presentation on a specific policy or
procedures governing human subject research. Each monthly education presentation is also
available to all IRB members on the Human Subjects Research website.

The IRB staff regularly give presentations, often to large research groups, and accept invitations
to attend classes and departmental meetings to provide information and guidance to the
Stanford research community on IRB policies and procedures governing human subject
research.

Within the RCO, the IRB staff is responsible for identifying new information involving human
research participant protection such as new organizational policies, or emerging ethical and
scientific issues. Information about new or modified laws might also be identified by legal
counsel. New information is posted on the Human Subjects Research website and is
disseminated to the IRB staff, IRB members and the Stanford research community via other
distribution sources as noted above.

3.2 Independence of IRBs

Stanford has and follows written policies and procedures that allow the Institutional Review
Board to function independently of other organizational entities in protecting research
participants. (AAHRPP Element 1.1.C)

Organizational Structure that Provides Independence

The President of Stanford University has delegated the authority and responsibility to establish,
maintain and oversee the HRPP to the Vice Provost and Dean of Research as specified in the
President’s Delegation of Authority letter.

The Vice Provost and Dean of Research, the Office of the Vice Provost and Dean of Research,
and the RCO, which includes the IRBs and reports to the Vice Provost and Dean of Research, are
separate from, independent of, and have no direct reporting relationship to any part of
Stanford that carries out research or to any of the other organizations covered by the HRPP.
The duties of the Vice Provost and Dean of Research and the Office of the Vice Provost and
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Dean of Research relate to establishing policy for research and oversight of research
compliance, particularly as it relates to human participant research.

Delegation to the IRB

The Vice Provost and Dean of Research delegates independence and authority to the IRBs
through this Chapter 3.2 and the Charge to each IRB Chair (medical and nonmedical) and
member at the time of their appointment. The IRBs have authority to:

e Review, approve, disapprove, or require changes in research involving human
participants

e Suspend or terminate research involving human participants or an investigator’s
privilege to conduct such research (e.g., in situations where research is not being
conducted in accordance with IRB requirements, or where the research has been
associated with unexpected serious harm to participants)

e Observe, or have a third party observe the consent process
e Observe, or have a third party observe the conduct of research.

Prohibition against Others Usurping IRB Approval Authority or Using Undue
Influence

The Vice Provost and Dean of Research prohibits Stanford officials, investigators, and
employees, and sponsors contracting with Stanford for research from:

e Maintaining or claiming IRB approval of research that has been disapproved or not
yet been reviewed by the IRB

e Attempting to use or using undue influence with the IRB, any of its members or staff,
a PD, or any other member of the research team to obtain a particular result,
decision, or action.

“Undue influence” means attempting to interfere with the normal functioning and decision-
making of the IRB or to influence an IRB member or staff, a PD, or any other member of the
research team outside of established processes or normal and accepted methods, in order to
obtain a particular result, decision or action by the IRB or one of its members or staff.

To help forestall undue influence of IRB members, the IRB preserves the anonymity of members
assigned as reviewers to specific protocols or protocol events.

An individual who believes he or she has been subjected to such undue influence should make a
report of non-compliance under Chapter 3.9 (e.g., to the Research Compliance Director or Vice
Provost and Dean of Research). Such reports will be reviewed in the same manner as possible
non-compliance by an IRB Chair or member by the Vice Provost and Dean of Research as
described in Chapter 3.9. The types of response to attempts to unduly influence the IRB are
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determined as appropriate to the situation, by either the Research Compliance Director or Vice
Provost and Dean of Research.
3.3 Regulatory Definition of Human Subject Research

Human subject research is defined under 45 CFR 46.102(e) and (l), and 21 CFR 50.3 (c), (e) and
(g). See also VHA Directive 1200.05.

The IRB retains ultimate authority to determine whether an activity meets the definition of
human subject research. Upon receipt of a Human Subjects Research (HSR) Determination, IRB
staff make this determination in a timely manner, and communicate to the PD their decision on
whether the activity meets the definitions as defined in the HRPP Policy Manual.

Chapter 1.4 describes the types of human subject research conducted at Stanford.

All protocols involving both "research" and "human subjects" (other than those determined to
be exempt) must be reviewed and approved by the IRB before recruitment and data collection
may start. See:

e Human Subjects Research website topic Human Subject Research

e Is My Project “Research”?

e Does My Research involve Human Subjects?
Pilot Studies

Stanford University and the VA have different definitions for pilot studies.

The Stanford Research Policy Handbook defines a pilot study as a preliminary investigation of
the feasibility of a study, usually done on a small scale (usually fewer than 10 subjects) and
exploratory in nature. It is designed to help the investigator refine data collection procedures
and instruments or prepare a better, more precise research design. At the point of academic
discussions, e.g., "how could this survey question be misunderstood?" such a pilot would not
contribute to generalizable knowledge and therefore is not considered research and does not
require IRB review. See RPH 5.4 Use of Human Subjects in Student Projects, Pilot Studies and
Oral Histories (Non-Medical).

VA Research: Pilot studies are full-fledged research studies that must be approved by the
IRB(s), when human subjects are involved. They are not considered to be activities preparatory
to research. (See VHA Directive 1200.05)

Stanford has and follows written policies and procedures for determining when activities are
overseen by the Human Research Protection Program. (AAHRPP Element I.1.A)

Additional Requirements

Depending on the source of support for research, regulations from other agencies such as DOJ,
etc. might apply. See Other Federal Agencies - Additional Requirements [GUI-42].
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3.4 Exempt Research Determinations

The IRB has and follows written policies and procedures for determining when activities are
exempt from applicable laws and regulations, when permitted by law or regulation and
exercised by the IRB. Such policies and procedures indicate that exemption determinations are
not to be made by Researchers or others who might have a conflict of interest regarding the
studies. (AAHRPP Element I1.2.A)

Categories of exempt research are stipulated in the Common Rule, Subpart A of 45 CFR
46. Exempt research is minimal risk to participants. See 45 CFR 46.104(d), and 21 CFR 56.104
(FDA), 38 CFR 16 (VA), and guidance Exempt Review Categories [GUI-4].

Exempt status shall not be granted when the research involves:

e prisoners as participants, EXCEPT for research aimed at involving a broader subject
population that only incidentally includes prisoners

e children in category 1, EXCEPT for educational tests or the observation of behavior when
the investigator does not participate in the activities being observed

e children in category 2, EXCEPT for educational tests or the observation of public
behavior when the investigator does not participate in the activities being observed
under paragraphs (2)(i) and (ii);

o paragraph (2)(iii) may not be applied to children

e childrenin category 3.
IRB Managers refer to guidance Exempt Review Categories [GUI-4] and use the Exemption

Eligibility Checklist to verify that the PD has requested an appropriate exemption under the
appropriate category.

Confirmation of exempt status is made by IRB members or designated IRB staff who have the
knowledge and authority to confirm exemption. If a protocol meets the criteria for exemption,
a Notice of Exempt Review is generated and is available for the PD. This notice indicates
category(ies) under which the exemption is granted.

Emergency use of a test article is exempt from prospective IRB review under 21 CFR 56.104.
See Chapter 5.8 for more information on this topic.

Making Exemption Determinations without Conflict of Interest

Those IRB members, staff, and consultants involved in reviewing and approving the exempt
determination of protocol applications must not participate in the review of protocols in which
they have a conflicting interest — see Chapter 6.6 for policies prohibiting such situations.

Emergency use of a test article is exempt from prospective IRB review under 21 CFR 56.104.
See Chapter 5.9 for more information on this topic.
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3.5 Policies and Procedures for Exempt Research

The IRB has and follows written policies and procedures for addressing protection of
participants in research that is exempt from applicable laws and regulations. These functions
may be delegated to an entity other than the IRB. (AAHRPP Element 11.2.B)

The IRB or EC has and follows written policies and procedures to conduct limited IRB or EC
review, if such procedure is used. (AAHRPP Element 11.2.C)

Stanford requires protocols qualifying for exempt review to be submitted for IRB review and
confirmation of exempt status. While such research is exempt from the regulations set forth in
45 CFR 46.104(d), and 21 CFR 56.104 (FDA), and 38 CFR 16.104(d) (VA), the research must meet
Stanford HRPP ethical standards governing the conduct of research. See Chapter 1.6.

The IRB ascertains that exempt protocols provide appropriate protection of privacy and
confidentiality interests (see Chapter 11).

If there are interactions with participants, requirements for the consent process apply to
exempt research, such as providing the following information:

e The activity involves research

e A description of the procedures

e Participation is voluntary

e Name and contact information for the investigator.

Exempt Review Process

PDs are required to submit the Exempt Application Form in eProtocol. In reviewing the
application, IRB staff refer to guidance Exempt Review Categories [GUI-4] and use the
Exemption Eligibility Checklist to verify:

e whether the PD has requested an appropriate exemption, and
e that exemption, if granted, is assigned under the appropriate category.

The review is performed by IRB staff or IRB members who have the knowledge and authority to
confirm exemption or refer the protocol for expedited or regular review.

For research involving Exempt categories 2(iii) and 3(i)(c) an IRB member will conduct a limited
IRB review to ensure that there are adequate provisions to protect the privacy of subjects and
to maintain the confidentiality of data. Limited IRB review cannot be disapproved by the
reviewer (it may be determined the study needs to be under expedited review or referred to
full board). If the research is to be conducted at or by the VAPAHCS, it must also be approved
by the VA Information System Security Officer/Privacy Officer and the VA Research &
Development Committee.

If a protocol meets the criteria for exemption, a Notice of Exempt Review is generated and is
available for the PD. A protocol will remain Exempt unless it is revised so that the criteria for
Exemption are no longer satisfied.
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If a protocol does not meet criteria for exemption, it is returned to the PD with notification of
failure to meet the criteria. As appropriate, the application is converted to a Protocol
Application for expedited or regular review.

Once a protocol is determined to be exempt, it is not reviewed again unless a modification
application is submitted. There is no continuing review process for exempt research, however,
every three years researchers are asked to confirm the study is active.

3.6 Federal versus State Requirements

Stanford has and follows written policies and procedures that identify applicable laws in the
localities where it conducts human research, takes them into account in the review and conduct
of research, and resolves differences between federal or national law and local laws. (AAHRPP
Element 1.1.G)

The IRB requires that PDs comply with the local, federal, and state laws that are applicable to
their research.

A primary responsibility of the legal counsel to the IRB, who is a non-voting member of the IRB,
is to provide advice to investigators and the IRB about such laws, particularly compliance with
state laws while acting in accordance with the Common Rule and FDA regulations, and to assist
in resolving any conflicts among applicable laws.

As needed, and in consultation with legal counsel, if necessary, IRB staff develop educational
materials for investigators, IRB members, and staff relating to new state laws. Examples of such
materials are the guidance Research Surrogate Decision Makers [GUI03032]which explains
California law, and Consent for Protocols Involving Children and Consenting Minors which
includes the definitions for “guardian” under California law.

California Health and Safety Code

See Chapter 12 for situations under California Law which have additional requirements
regarding the informed consent process when certain procedures and uses are involved, and
for disclosure requirements for HIV testing under CA Health & Safety Code Section 121080.

California Law Exception

Health & Safety Code section 24178(a):

“Except for this section and the requirements set forth in Sections 24172 and 24176, this
chapter shall not apply to any person who is conducting a medical experiment as an
investigator within an institution that holds an assurance with the United States Department of
Health and Human Services pursuant to Part 46 of Title 45 of the Code of Federal Regulations
and who obtains informed consent in the method and manner required by those regulations.”

Laws of Other States (Research Outside of California)
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Stanford investigators conduct research in states other than California. As each state has
different laws, Stanford investigators are expected to adhere to the laws of the state in which
research is being conducted as well as those of California.

When necessary other attorneys in the Office of the General Counsel or outside attorneys
retained by it can provide direction and interpretation of California and other state’s laws.

3.7 Investigators’ Conflicts of Interest (COIl)

Stanford has and follows written policies and procedures to identify, manage, and minimize or
eliminate individual financial conflicts of interest of Researchers and Research Staff that could
influence the conduct of the research or the integrity of the Human Research Protection Program.
The Organization works with the Institutional Review Board in ensuring that financial conflicts of
interest are managed and minimized or eliminated, when appropriate. (AAHRPP Element I.6.B.)

Policies for Faculty

Stanford University has the following policies regarding conflict of interest (COI) for research
carried out at Stanford University, Stanford Hospital and Clinics (SHC), Lucile Packard Children’s
Hospital (LPCH), the VAPAHCS, or elsewhere:

e Stanford University Research Policy Handbook (RPH):

- RPH 4.1 Faculty Policy on Conflict of Commitment and Interest, and

- RPH 4.2 PHS and NSF Requirements Regarding Financial Disclosures and
Agency Notifications.

School Deans are responsible for ensuring implementation of the Faculty Policy on Conflict of
Commitment and Interest; the Vice Provost and Dean of Research is responsible for
interpretation and overall coordination of the policy.

Policies for Staff and Students
Policies for staff and students are found at:

e RPH 4.4 Conflict of Interest and Commitment For Academic Staff and Other Teaching
Staff

e Administrative Guide Memo 1.5.2 Staff Policy on Conflict of Commitment and
Interest for staff members

e RPH 10.6 Relationships Between Students (including Postdoctoral Scholars) and
Outside Entities

Disclosure of Financial Interests

Faculty must disclose on an annual basis all financial relationships that reasonably appear to be
related to their institutional responsibilities. This is done through Stanford’s Outside
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Professional Activities Certification System (OPACS). In addition, as faculty enter into changed
or new financial relationships related to their institutional responsibilities, they can access their
OPACS disclosures to update previously reported activities or financial relationships, or to enter
new activities.

When potential conflicts of interest relate to human subject research protocols, they require a
transactional (ad hoc) disclosure in OPACS. Disclosure must be made by each investigator for
him or herself and his or her immediate family. “Immediate family” means the investigator’s
spouse or domestic partner and dependent children (as defined by the IRS).

Management of conflicts of interest is vested in the offices of the School Deans at Stanford
University. The Vice Provost and Dean of Research is the University officer responsible for
interpreting and overseeing implementation of and compliance with this policy.

Before a protocol application can be submitted to the IRB, the Protocol Director, faculty listed
on the protocol, and any others identified as presenting a potential conflict of interest must
answer the screening questions in OPACS.

Management of Investigator Conflict of Interest Disclosures

If one of the investigators on a protocol has answered “yes” to one of the screening questions,
the case is managed in accordance with university policies. The Managing Conflicts of Interests
website discusses questions for the investigator and the institution to consider when assessing
COl.

All investigators’ conflicts of interest (for all schools, including SOM) are reviewed via the
Conflict of Interest Review Program (COIRP).

Conflict disclosure in the informed consent process may be an important part of the
management strategy but will not necessarily be the only strategy used. It is the responsibility
of the COIC to determine what strategy or strategies are appropriate to eliminate, mitigate, or
manage conflict that has the potential to compromise the objectivity of the research.

Role of the IRB

Review of Potential Investigator Conflicts of Interest

When a potential conflict of interest has been identified by the COIRP, the IRB communicates
closely with the appropriate COI point of contact and the investigator throughout the protocol
review process. When appropriate, a plan or strategy to adequately eliminate, mitigate, or
manage the conflict must be determined by the COIRP and accepted by the IRB. See Chapter
14.1. The COI Manager fills out a Transaction Assessment Report that informs the IRB of the
COIC evaluation including any management plan. The IRB has the final authority to decide
whether the potential conflict of interest and its management, if any, allows the research to be
approved.
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e When there are non-substantive outstanding COI matters, a protocol may be
approved contingent upon the matters being resolved.

e When there are substantive outstanding COI matters, a protocol will either be tabled
or precluded from possible approval until matters are resolved.

Only when COI matters are completely resolved is the protocol Approval Letter generated.
Review of Conflicts of Interest Disclosed after IRB Approval of Research

When a potential conflict of interest arises and the investigator discloses it after the IRB has
reviewed and approved a protocol, the investigator should immediately notify the IRB of the
potential conflict and notify the IRB that enrollment and protocol procedures will stop until the
conflict of interest has been reviewed and resolved by the COIC as described above. The
determination by the COIC is forwarded to the IRB.

When a known potential conflict of interest is discovered after the IRB review and approval, the
IRB will ask the PD to file a conflict of interest disclosure in OPACS as described above, and may,
among other possible actions, ask the investigator to disclose the relationship to research
participants.

Recordkeeping

Records on all disclosures of financial interests and all decisions to manage, reduce, or
eliminate conflicts of interest are maintained for three years from the date of final disclosure.
This information will be made available to DHHS upon request, while maintaining the
confidentiality of all records of financial interest.

Other Agency Requirements

VA research: Veterans Affairs Palo Alto Health Care System (VAPAHCS) Memorandum No. 151-
14-14 Research Financial Conflict of Interest Disclosures defines policies and procedures
regarding conflict of interest as defined in this memorandum.

Additional Requirements

Additional requirements might apply, depending on the source of support/funding (e.g.,
Department of Defense, Department of the Navy), or particular requirements regarding
financial disclosures and agency notifications (e.g., if the research must follow Public Health
Service (PHS) or National Science Foundation (NSF) regulations): see Other Federal Agencies -
Additional Requirements [GUI-42].

3.8 Institutional Conflict of Interest

Stanford has and follows written policies and procedures to identify, manage, and minimize or
eliminate financial conflicts of interest of the Organization that could influence the conduct of
the research or the integrity of the Human Research Protection Program. (AAHRPP Element 1.6.A)
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The policy is found in the Research Policy Handbook, RPH 4.7 Institutional Conflict of Interest in
Research Involving Human Subjects. An institutional conflict of interest (ICOI) is created if an
investigator at Stanford undertakes to do human subjects research on a drug, device, biologic,
or other item on which Stanford has a patent, has licensed the intellectual property, or receives
royalties or other fees. All new human subjects research protocols submitted for IRB review
must indicate the source(s) of all funding to be used in supporting the research, including
unrestricted school, department, or individual accounts, as well as the name of the
manufacturer when applicable. In addition, the investigators are required to answer questions
about the relationship of their research to their administrative duties. When a protocol lists a
manufacturer, or when other information indicates a potential conflict, the issues are handled
as outlined in RPH 4.7 Institutional Conflict of Interest in Research Involving Human Subjects.
Decisions are communicated to the IRB, to the relevant offices within the University, and to the
relevant dean or associate dean so that the recommendations can be implemented at the level
of the individual schools as appropriate.

Role of the IRB

Review of Potential Institutional Conflicts of Interest

When a potential institutional conflict of interest has been identified, the IRB provides the ICOI
informed consent template language to the researchers to update the consent document.
When appropriate, a plan or strategy to adequately eliminate, mitigate, or manage the conflict
must be determined by the ICOIC and accepted by the IRB.

3.9 Non-Compliance with HRPP Requirements

Stanford has and follows written policies and procedures setting forth the ethical standards and
practices of the Human Research Protection Program. Relevant policies and procedures are
made available to Sponsors, Researchers, Research Staff, research participants, and the
Institutional Review Board, as appropriate. (AAHRPP Element 1.1.D)

Stanford has and follows written policies and procedures for addressing allegations and findings
of non-compliance with Human Research Protection Program requirements, and works with the
Institutional Review Board, when appropriate, to ensure that participants are protected when
non-compliance occurs. Such policies and procedures include reporting these actions, when
appropriate. (AAHRPP Element 1.5.D)

Any situation of perceived or actual serious or continuing non-compliance jeopardizes the
Stanford commitment to human subject research protection. Receiving information about
possible non-compliance is essential for accountability and education purposes, correcting non-
compliance, deterring it from occurring again, and attempting to mitigate any adverse effects
or harm on research participants, or compromising their welfare.
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Definitions

Non-compliance:

An action, inaction, or activity, whether by the investigator, study staff, or others involved in
human subject research, that is at variance with the approved IRB protocol, other requirements
and determinations of the IRB, the HRPP Policy Manual and other applicable policies of
Stanford University, SHC, LPCH, VAPAHCS (e.g., VHA Directive 1200.05), Palo Alto Veterans
Institute for Research (PAVIR) or relevant state or federal laws.

The following are always considered noncompliance:

e human subjects research conducted without IRB approval, or approved by an outside
IRB, without prior notice to Stanford’s IRB ( or Stanford IRB approval, if required under
Stanford policies); or

e change(s) to the research implemented without IRB approval except when necessary to
eliminate apparent immediate hazards to the subject.

Serious non-compliance: Any behavior, action, inaction, or omission in the conduct or
oversight of human research that, in the judgment of the IRB, has been determined to:

e adversely affect or compromise the rights or welfare of participants;

e harm or materially increase exposure to significant risk of harm to a research participant
(the IRB does not have to find that harm has occurred, or was likely to occur, to make a
determination of serious noncompliance);

e resultin a detrimental change to a participant’s clinical or emotional condition or status;
or

e compromise the integrity or validity of the research.
Continuing non-compliance: A pattern of repeated instances of noncompliance that:

e continues to occur after discovery of noncompliance or implementation of a preventive
action plan; or

e results from failure to implement a preventive action plan approved by the IRB; or

e acircumstance in which an investigator or other study staff fails to cooperate with
investigating or correcting non-compliance.

VA research: The definitions of serious and continuing non-compliance are defined in VHA
Directive 1058.01 - Research Compliance Reporting Requirements.

Allegation of non-compliance: A report of non-compliance that represents an unproven
assertion.

Finding of non-compliance: Non-compliance that is true, or an allegation of non-compliance
that is determined to be true based on a preponderance of the evidence.
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Obligation to Report Non-Compliance

Allegations, observations, or evidence of non-compliance in human subject research must be
reported to the Research Compliance Office by:

e Protocol Director (PD) or any research team member

e Employee of Stanford

e |IRB member or Research Compliance Office (RCO) staff

e Study monitor, auditor, or sponsor either directly or through the PD.

Non-compliance can be reported to the RCO by the PD on the eProtocol Report Form (self-
reported) or by other individuals (may be done anonymously) via telephone, email, or letter.
IRB members and IRB staff may also identify non-compliance or possible serious and/or
continuing non-compliance during the course of protocol review, e.g., continuing review,
modifications, informed consent reviews. If identified, the IRB staff will direct the PD to report
the non-compliance to the IRB on the eProtocol Report Form for further review by the IRB.
Reports of non-compliance, not self-reported on the eProtocol Report Form, are recorded by
the RCO staff and are investigated in the same manner as those reported in eProtocol.

Research participants and individuals not directly involved with conducting or overseeing the
research are also encouraged to report suspected non-compliance.

Reports of possible non-compliance may also be directed to the following individuals, who in
turn forward them to the RCO staff:

e ThePD
e The Vice Provost and Dean of Research

e Internal Audit: oversight of Institutional Compliance at Stanford resides under the
Associate Vice President for Audit, Compliance and Privacy. Reports can be
submitted anonymously through the Helpline Request, or emailed.

e Forresearch in the VAPAHCS system: Members of the VA research community must
report possible non-compliance in writing to the IRB within five business days after
becoming aware of it and must also report in the same time frame directly to the
Medical Center Director, VAPAHCS Associate Chief of Staff for Research and
Development, and other relevant research review committees as appropriate.

Non-Compliance — Allegations or Findings

Reports can be either allegations or findings of non-compliance. Allegations of non-compliance
that have yet to be proven are reviewed and investigated. An allegation determined to be true
based on a preponderance of the evidence becomes a finding. Generally, self-reported
instances by investigators on the Report Form will be accepted as a finding of non-compliance.

Review of Allegations or Findings of Non-Compliance

Page | 42



https://ocro.stanford.edu/ethics-compliance/ethics-compliance-helpline
mailto:compliance@stanford.edu

Stanford University
Office of the Vice Provost . . . Chapter 3
and Dean of Research Compllance Momtor'ng 14 of 28
HRPP Policy

All reports or allegations of findings of non-compliance are initially evaluated by the IRB staff.
An initial report will either be designated as not requiring further action or will be escalated for
review by the RCO Director or their delegate. If a report is an allegation, the RCO Director or
delegate will review the report. See Process for Addressing Allegations and Findings of Non-
Compliance.

A report requires no further action if the non-compliance is:
e Neither serious nor continuing; and

e Addressed by the investigator through a corrective action plan to remedy the
matter.

If a report of non-compliance does not require further action, the incident and corrective action
plan will be documented, reviewed by the Chair or experienced IRB member, and stored.

For reports that are escalated for review, the RCO Director or their delegate ensures that
immediate action is taken as necessary to prevent unacceptable risk to research participants.
For non-compliance that is possibly serious or continuing (in the opinion of the RCO Director or
their delegate), the RCO Director reports orally or by email within five business days to the Vice
Provost and Dean of Research or other senior leadership, as appropriate, and subsequently
provides updates on fact-finding and IRB review process. Findings of possible serious and/or
continuing non-compliance are referred to the IRB for further review.

Investigation

The RCO Director or delegate reviews the report and chooses one of the following courses of
action in investigating the allegation:

e Conducts the review alone
e Conducts the initial review in co-ordination with the IRB Chair

e Delegates some or all of the review to IRB and/or Continuous Quality Improvement
staff

e Empanels a subcommittee of the IRB
e Requests that legal counsel provide advice and conduct the review,

e Requests assistance from others at Stanford, e.g., Office of Internal Audit, Office of
General Counsel, a non-involved Stanford University or VA physician as an expert, or
outside consultants.

The individual(s) or subcommittee conducting the investigation will interview the individuals(s)
involved in the allegation and others that can contribute to the discussion. Any of the following
necessary actions may be taken to determine whether allegations are true and to determine
the seriousness or number of occurrences of the actions:

e Review written materials

Page | 43



https://stanfordmedicine.box.com/shared/static/87s9wy1mxh22mibadb4vnelyklo2b53i.pdf
https://stanfordmedicine.box.com/shared/static/87s9wy1mxh22mibadb4vnelyklo2b53i.pdf

Stanford University
Office of the Vice Provost
and Dean of Research
HRPP Policy

Compliance Monitoring

Chapter 3
15 of 28

e Interview knowledgeable sources
e Collect relevant documentation.

During the fact-finding process, the RCO Director or delegate communicates as appropriate
with the PD or representative about the progress of the review and investigation. A record of
findings and evidence is made by the RCO and stored in the appropriate files.

Allegations which, in the opinion of the RCO Director or delegate and the IRB Chair or
experienced IRB member, are supported by the preponderance of evidence are determined to
be findings of non-compliance.

If the non-compliance is neither serious nor continuing, the RCO Director or delegate, alone or
with the IRB Chair or experienced IRB member, examines whether the PD understands the non-
compliance and, if appropriate, has an adequate corrective action plan. If so, the decision and
corrective action plan are documented and filed, otherwise the report is referred to the IRB
(the convened IRB, the IRB Chair, or their delegate) for further review (see Internal and External

Reporting).

Findings of non-compliance are assessed by the RCO Director or delegate and the IRB Chair as
to whether they are either serious or continuing.

For research in the VAPAHCS system: Upon receipt of a report of possible serious and/or
continuing non-compliance on a VA human subjects research project, the IRB will review such
reports at the earliest practicable opportunity, not to exceed 30 business days after receipt.
The IRB Chair may take interim action to eliminate apparent immediate hazards to participants.

Serious or Continuing Non-Compliance Referred to the IRB

Non-compliance that is believed to be serious or continuing is referred for review by the
convened IRB. The PD or representative is informed that the possible serious or continuing non-
compliance will be brought before the IRB.

The IRB receives the report describing the non-compliance and considers the information
provided in the non-compliance report, all relevant information (e.g., the protocol, risks to
participants, materials from the investigation, history of non-compliance, audit or monitoring
findings), and the draft corrective action plan from the PD.

As a result of this review, the following actions may be taken:

e The IRB determines that additional information is needed and requests that such
information be obtained before further action is taken.

e The IRB determines that non-compliance did not occur or that non-compliance
occurred, but was neither serious nor continuing, and either takes no action or takes
action appropriate to the situation (see possible actions below).
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e The IRB determines that non-compliance occurred and that it was serious or
continuing. This is referred to as a “Reportable Decision” (see Chapter 3.11), and the
IRB:

- Takes action appropriate to the situation (see possible actions below)

- Follows the internal reporting procedure required in Chapter 3.11 concerning
determinations of serious or continuing non-compliance.

e For concerns not within the IRB’s purview, including some sanctions pertaining to
faculty or students, the IRB refers the matter to the appropriate officials at Stanford
University, SHC, LPCH, or VAPAHCS.

IRB determinations and actions are recorded, and communicated to the PD, and as appropriate
to the relevant, involved individual(s). IRB determination reports of serious or continuing non-
compliance are reviewed by the PD for factual errors prior to being reported internally and
externally as described in Chapter 3.11.

Possible IRB Actions for Serious or Continuing Non-Compliance
In considering actions for serious or continuing non-compliance, the IRB seeks to:
e Correct the non-compliance

e Deter it from occurring again (e.g., hold the relevant individuals accountable for
their actions and provide education on how to comply), and

e Attempt to mitigate any adverse effects or harms on participants, or any
compromise of their welfare.

The IRB will consider:
e Suspension or termination of the protocol pursuant to Chapter 9.4

e Notification of current participants (required when such information may relate to
participants’ willingness to continue to take part in the research)

Other possible IRB actions include but are not limited to the following:
e Additional corrective actions
e Changes to previously approved protocol and consent forms
e Modification of the information disclosed during the consent process
e Requiring re-consent of current participants to continued participation
e ChangeinPD
e Monitoring of the research

e Monitoring of the consent process
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e Referral to other organizational entities (e.g., legal counsel, risk management,
institutional official, School Dean, Department Chair)

e Provision of additional information to past participants

e Modification of the continuing review schedule

e Participation by research team members in additional training or education
e When appropriate, applying any corrective action to all similar protocols.

If the IRB action will affect participants in the protocol (e.g., requires withdrawal of
participants), the IRB utilizes a process that takes into account the impact on their health and
safety as described in Chapter 9.4.

Additional Requirements
Other Federal Agencies

See Other Federal Agencies - Additional Requirements [GUI-42] for requirements depending on
the source of support/funding (e.g., Department of Defense, Department of the Navy).

VA research

When the IRB makes a determination of serious and/or continuing non-compliance at a
convened meeting, the IRB will notify the VA of the determination. The notification will be
made within 5 business days of the date of the determination and will include the Principal
Investigator, the VA Facility Director, the Associate Chief of Staff for Research, the Research
Compliance Officer, and the Human Protections Administrator. Refer to VHA Directive 1058.01
for VA definitions, and timelines for IRB determinations and remedial actions.

IRB-Related Non-Compliance Involving an IRB Chair, IRB Member or RCO Staff

IRB Chairs, IRB Members or RCO Director

The Vice Provost and Dean of Research is primarily responsible for investigating and reviewing
IRB-related non-compliance involving an IRB Chair, IRB member or the RCO Director. If a fact-
finding review of an allegation is necessary to assess the evidence, it could include the Vice
Provost and Dean of Research acting alone, delegating some or all of the review to IRB staff,
empaneling a review committee, requesting that legal counsel provide advice and conduct the
review, or requesting assistance from others. The Vice Provost and Dean of Research finds
whether the allegation is true. If the Vice Provost and Dean of Research makes a finding of
serious or continuing non-compliance, the report is referred to the appropriate convened IRB
for review.

Any disciplinary action must be taken in accordance with the Statement on Faculty Discipline
approved by the Senate of the Academic Council and any other applicable provision of the
Faculty Handbook and the Research Policy Handbook.
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RCO Staff

The RCO Director is primarily responsible for reviewing non-compliance involving RCO staff and
determining if allegations are supported by a preponderance of evidence. The RCO Director
may delegate the initial review or fact-finding to others, such as the supervisor of the staff
member. If the non-compliance is deemed to have merit the RCO Director is ultimately
responsible for determining the action via Stanford policies and procedures: Administrative
Guide Memo 2.1.15, Trial Period, and 2.1.16, Corrective Action and Discipline.

Possible IRB Actions for Non-Compliance Involving an IRB Chair, IRB Member or
Staff

Possible actions include but are not limited to the following, as appropriate:
e Education and Training

e Evaluation of the IRB Chair’s or member’s ability to serve on the IRB, or evaluation of
the staff member’s ability to support the IRB

e Revision of IRB policies and procedures for new content or clarifications to minimize
the likelihood of repeated noncompliance

e Removing a staff member from certain responsibilities if the noncompliance was
determined to be the result of inadequate expertise or skills

e Modification of the information disclosed during the consent process
e Provision of additional information to past participants

e Notification to current participants (required when such information may relate to
participants’ willingness to continue to take part in the research)

e Requirement to re-consent current participants to continued participation

e When appropriate, applying any corrective action to all similar protocols

3.10 Unanticipated Problems Involving Risks to Participants or Others (UPs),
and Other Reportable Information

Stanford has and follows written policies and procedures for addressing allegations and findings of

non-compliance with Human Research Protection Program requirements, and works with the
Institutional Review Board, when appropriate, to ensure that participants are protected when non-

compliance occurs. Such policies and procedures include reporting these actions, when appropriate.

(AAHRPP Element 1.5.D)

The IRB has and follows written policies and procedures for addressing unanticipated problems
involving risks to participants or others, and for reporting these actions, when appropriate.
(AAHRPP Element 11.2.G)
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Definition

Unanticipated problems involving risks to participants or others (UPs):

Per OHRP 2007 Guidance: A UP is any incident, experience, or outcome that meets the
following criteria as discussed below:

e Is unexpected (in terms of nature, severity, or frequency) given (a) the research
procedures that are described in the protocol-related documents, such as the IRB-
approved research protocol and informed consent document or the Investigator's
Brochure; and (b) the characteristics of the subject population being studied;

e Isrelated or possibly related to participation in the research (, possibly related means
there is a reasonable possibility that the incident, experience, or outcome may have
been caused by the procedures involved in the research); and

e Suggests that the research places subjects or others at a greater risk of harm (e.g.,
physical, psychological, economic, or social harm, including harm related to breaches of
privacy) than was previously known or recognized.

Protocol Director responsibilities for reporting unanticipated problems involving risks to
research participants or others, and other reportable information, are outlined in Chapter 15.2.

Events and Information — Required Reporting to the IRB

Events and information that must be reported to the IRB, along with the timelines for reporting,
are listed in the guidance Events and Information that Require Prompt Reporting to the IRB
[GUI-P13]. They should be reported to the IRB using the online IRB Report Form in the
eProtocol system.

VA Research — timeframe for reporting

Refer to VHA Directive 1058.01 for requirements about report timelines and distribution for
UPs, and termination or suspension of research.

Additional Reporting Requirements

Additional requirements might apply, depending on the source of support/funding (e.g.,
Department of Energy, Department of Justice: National Institute of Justice (NI1J) and research
conducted with the Bureau of Prisons): see Other Federal Agencies - Additional Requirements
[GUI-42].

Optional Reporting

The IRB Report Form may also be used to report other items (category 7 in guidance Events and
Information that Require Prompt Reporting to the IRB) [GUI-P13]— however, PDs should consult
with IRB Education before reporting such items.
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Review of Reports

See flowchart Process for Handling Reports. At any point during the review process, the IRB
staff, the IRB member, or the convened IRB may seek additional expertise if needed.

IRB Staff Evaluation

The IRB staff evaluates reports, checking whether reports have been appropriately completed
(e.g., correct report category has been indicated; for events reported as UPs it is indicated that
the event was unexpected, related and harmful; supporting documents have been submitted
with the report). A report that does not satisfy initial IRB staff evaluation will be returned to the
PD with an explanation.

IRB Member Review

Reports which appear to be UPs, and reports of other reportable events and information will be
assigned to an IRB member with adequate expertise for review.

The IRB member reviews the report and materials from the protocol file, (e.g., protocol,
investigator’s brochure, continuing reviews, modifications, and other reports) and assesses
whether the report constitutes a UP or other information that should be presented at an IRB
convened meeting.

IRB Convened Meeting Review

Prior to the meeting, the IRB staff provides all voting members with a copy of the report and
supporting documents.

At the convened meeting, the IRB discusses and votes on whether the report qualifies as a UP
or other reportable information. The vote is recorded in the minutes for the meeting. The IRB
considers whether any action is necessary, and the decision is documented in the minutes and
in the protocol file.

Possible Actions by the IRB

The IRB has a range of available actions it can take if an event is deemed to be a UP or other
reportable information. Depending on the severity of the event and the potential for
continuing risk to participants, the IRB determines what further action will be required,
including:

e Suspending the research
e Terminating the research

e Requiring participants to be notified of the event, especially if the event may relate
to the participant’s willingness to continue in the study
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e Requiring a modification to the research (either as soon as possible or at continuing
review). The modification can include a change to the study procedures, informed
consent process or written informed consent document

e Requiring current participants to be re-consented

e Providing additional information to past participants

e Requiring monitoring of the research or consent process
e Modification of the continuing review schedule

e Referral to other organizational entities (e.g., legal counsel, risk management,
institutional official)

e Other actions as deemed appropriate.
If the convened IRB:

e Determines that an unanticipated problem involving risks to participants or others
(UP) or some other reportable event has occurred, or

e Suspends or terminates the approval of a protocol (see Chapter 9.4), or

e Determines that serious or continuing non-compliance has occurred (see Chapter
3.9),

this is designated a “Reportable Decision”, and internal and external reporting proceeds as
outlined in Chapter 3.11.

Any action taken by the IRB is communicated to the PD, and to the CCTO if a Cancer Center
study. If the IRB action will affect participants in the protocol (e.g., requires withdrawal of
participants), the IRB considers the impact on their health and safety. (See Chapter 9.4.)

VA Research

The IRB Coordinator at the VA is notified electronically via eProtocol when a Report (possible
UP, etc.) is submitted to the IRB for VA research.

Reports of serious unanticipated problems involving risks to participants or others, or of local
unanticipated serious adverse events, will be reviewed and a determination made as specified
in VHA Directive 1058.01.

The IRB Coordinator at the VA is notified of any IRB action and is responsible for further
reporting to the VA Director, and the Office of Research Oversight (ORO) as required. See VHA
Directive 1058.01.

Review of Gene Transfer SAEs

Gene Transfer Serious Adverse Event (SAE): A serious adverse event arising out of a gene
transfer protocol as defined in NIH Guidelines I-E-8, I-E-9, and I-E-10.
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See NIH Guidelines for Research Involving Recombinant DNA Molecules.

For gene transfer protocols, PDs are instructed that all gene transfer SAEs occurring at Stanford
and at other institutions must be reported to the Biosafety Panel. Any SAEs that meet the
criteria for a possible Unanticipated Problem should also be submitted to the IRB in the
eProtocol system.

3.11 Internal and External Reporting

Stanford has and follows written policies and procedures for addressing allegations and findings of
non-compliance with Human Research Protection Program requirements, and works with the
Institutional Review Board, when appropriate, to ensure that participants are protected when non-
compliance occurs. Such policies and procedures include reporting these actions, when appropriate.
(AAHRPP Element 1.5.D)

The IRB has and follows written policies and procedures for addressing unanticipated problems
involving risks to participants or others, and for reporting these actions, when appropriate.
(AAHRPP Element I1.2.G)

The IRB has and follows written policies and procedures for suspending or terminating IRB approval
of research, if warranted, and for reporting these actions, when appropriate. (AAHRPP Element
1.2.H)

Reportable Decisions
If the convened IRB:

e determines that serious or continuing noncompliance has occurred as specified
above under Chapter 3.9, or

e determines that an unanticipated problem involving risks to participants or others
(UP) or some other reportable event has occurred as specified in Chapter 3.10, or

e suspends or terminates the approval of a protocol pursuant to Chapter 9.4

the IRB Chair and the RCO Director send the Reportable Decision to the Vice Provost and Dean
of Research. See Report Handling Process flow chart. Written procedures for reporting
unanticipated problems, noncompliance, suspension, and termination follow the OHRP and
FDA regulations (45 CFR 46.108(a)(4); 21 CFR 56.108(b)).

Additional Reporting Requirements

Additional requirements might apply, depending on the source of support/funding (e.g.,
Department of Defense, Department of the Navy): see Other Federal Agencies - Additional

Requirements [GUI-42].
Timeline for and Content of Report
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An oral report by the RCO Director about the Reportable Decision will be made to the Vice
Provost and Dean of Research within five business days. The IRB will provide a notification to
the Vice Provost and Dean of Research generally within 30 days of the IRB’s determination.

The notification will cover the IRB findings and any applicable actions as well as supporting
documents as applicable. For VA reportable decisions, notification and reporting timeframes
are as described in VHA Directive 1058.01.

Distribution

The reports are sent to the following:

For all non-exempt human subjects research, report to the sponsor, the Institutional
Official, and the Protocol Director, and relevant officials of SHC, LPCH and VAPAHCS
including

- The relevant privacy officer, if the report involves any unauthorized use, loss
or disclosure of HIPAA protected health information as described in

Chapter 11

- The relevant security officer, if the report involves a violation of the HIPAA
electronic security requirements for protected health information as
described in Chapter 11

- Any other individuals who the Vice Provost and Dean of Research, the IRB
Chair or RCO Director choose to notify (e.g., School Deans, Department
Chairs, Division Chiefs, VA administrators, the Office of the General Counsel).

For research that is HHS supported or conducted, or by a Federal Agency that has
adopted the Common Rule (unless the Agency approved a separate assurance other
than the FWA for the research), we follow the 2011 Guidance on Reporting
Incidents to OHRP and also report to the relevant HHS Department or Agency, and
to OHRP on the OHRP Incident Reporting Form;

For research that is subject to the Food and Drug Administration regulations
regarding human subjects (any activity that involves an approved or unapproved
drug or medical device except for activities that involve the use of an approved drug
or medical device in the course of medical practices, and any activity in which data is
reported to or held for inspection by FDA), we report to the FDA.

For research that is HHS supported or conducted, or by a Federal Agency that has
adopted the Common Rule (unless the Agency approved a separate assurance other
than the FWA for the research), AND research that is subject to the Food and Drug
Administration regulations regarding human subjects (as detailed above), we report
to both OHRP AND FDA.

Written reports will be sent as soon as possible, but generally not longer than 30 days after the
IRB determination. This may be an initial report that indicates that a follow-up or final report
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will follow by a specific date, when an investigation has been completed, or when a corrective
action plan has been implemented. For more serious incidents, the RCO Director will make an
oral or preliminary written report within five business days with an estimated time for the final
report.

The report will include:
e The name(s) of the relevant Stanford organization(s) conducting the research

e The title and number of the IRB protocol and of any federal proposal or award in
which the Reportable Decision occurred

e The name of the Protocol Director (PD) and the Principal Investigator (Pl) on any
applicable federal award if different from the PD

e A detailed description of the Reportable Decision

e The actions taken or planned to be taken to address the circumstance(s) leading to
the Reportable Decision.

e HHS studies will be reported to OHRP on their Incident Reporting Form

For multicenter research projects, only the institution at which the participant(s) experienced
an adverse event determined to be an unanticipated problem (or the institution at which any
other type of unanticipated problem occurred) must report the event to the supporting agency
head (or designee) and OHRP (45 CFR 46.108(a)(4)(i)) unless the study is reviewed under a sIRB;
in this case, the Institutional Authorization Agreement will state which site reports externally.

Action by the VA Facility Director/Associate Chief of Staff for Research and
Development and External Reporting

The VA Facility Director or Associate Chief of Staff for Research and Development either accepts
the report or refers it back to the IRB for further information or consideration of other action.

Once the VA Facility Director and/or the Associate Chief of Staff for Research and Development
are notified of any IRB determinations and action, they in turn report to the Office of Research
Oversight (ORO), and to the appropriate Federal agency (e.g., OHRP, FDA, NIH, etc.) as stated in
the Memorandum of Understanding between Stanford University and the VAPAHCS.

Notification and reporting timeframes are described in VHA Directive 1058.01 and Local HCSM
00-15-32.

3.12 Assurance of Compliance

Stanford University and its affiliates maintain five Federalwide Assurances under OHRP (45 CFR
46.103), available to investigators and others involved in human subject research. See the
Research Policy Handbook, RPH 5.2 Federal-wide Assurance for Protection of Human Subjects.
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