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[bookmark: _Toc267154224][bookmark: _Toc401788105][bookmark: _Toc212142120][bookmark: _Toc225507662]Purpose	
This document, HRP-103 - INVESTIGATOR MANUAL, is designed to guide you through policies and procedures related to the conduct of human subjects research that are specific to Ohio State.
General information regarding human subjects research protections and relevant federal regulations and guidance is incorporated into required human subjects protections training. For additional information see below: “Required training for research staff.”
[bookmark: _Toc1137734850][bookmark: _Toc212142121][bookmark: _Toc225507663]Human Subjects Research
[bookmark: _Toc212142122][bookmark: _Toc225507664]Human Research Protection Program (HRPP)
University policy, Human Research Protection Program defines the activities Ohio State considers to be human subjects research and describes the university’s program for  protecting the rights and welfare of all human participants in research. The policy describes the following:
· The mission of the HRPP.
· The ethical principles governing the conduct of human subjects research.
· The applicable laws that govern human research.
· Ohio State’s Association for the Accreditation of Human Research Protection Programs (AAHRPP) accreditation.
· Research subject to the HRPP and when the institution becomes “engaged in human research” and when someone is acting as an agent of Ohio State conducting human research.
· The components of the HRPP.
· The authority, responsibility, and independence of the IRBs.
You may not conduct human subjects research without prior IRB review and approval or an institutional review and determination of exempt human research. If you have questions about whether an activity is human subjects research, contact ORRP staff for assistance. If you wish to have a written human subjects research determination, provide a written request to ORRPDeterminations@osu.edu.
Exempt research: research that involves human subjects that is not subject to regulations requiring IRB review and approval. Categories of research activities that may be determined to be exempt from review by the IRB are defined by federal regulations and university policy. Note: Investigators performing exempt research must comply with the requirements of the HRPP even when the research is exempt.
HRPP Quality Improvement Activities
The HRPP supports a quality improvement (QI) program to promote and maintain ethical research conduct and compliance with state and federal regulations, federal guidance, institutional policies, and best practices for human subjects protections. All Ohio State human subjects research and activities of the HRPP are included in the scope of the QI program. The HRPP QI program evaluates and improves human research protections and HRPP activities through education, training, and monitoring. 
[bookmark: _Toc212142124][bookmark: _Toc225507666]Conducting Human Subjects Research
When conducting human subjects research, you are required to follow all university and IRB policies and procedures. The Huron IRB System Library serves as a human subjects research resource repository and is indexed to include general documents, HRPP policies, standard operating procedures (SOPs), worksheets, reviewer checklists, and templates. These documents together with the university HRPP policy collectively represent guidance for research conducted at Ohio State. The documents support study development and following them ensures compliance with federal and local regulations. IRB policies are described throughout this Investigator Manual and are included in Appendix B. Additionally, SOPs, worksheets, checklists, templates and forms are also referenced throughout this manual. All active Huron library documents  are listed in the Huron Table of contents (Appendix C). 
· HRPP Policies: Provide detail on regulatory requirements associated with conducting human subjects research and Ohio State specific guidance for complying with those regulations. 
· SOPs: Procedural documents outlining IRB processes. 
· Worksheets: Tools for IRB members, ORRP staff, and researchers to provide guidance for research-related procedures. They are not required to be completed or retained.
· Checklists: Used by IRB reviewers to document regulatory decisions and must be completed and uploaded with their reviews. Checklists 401-402 are only used when the electronic system is unavailable. 
· Templates and Forms: Used by researchers or reviewers to provide supplemental information. Templates are used by the researcher as a starting point for research submissions. 
[bookmark: _Toc212142125][bookmark: _Toc225507667][bookmark: _Toc615460048][bookmark: What_training_does_my_staff_and_I_need]Researcher Roles and Requirements 
[bookmark: _Toc212142126][bookmark: _Toc225507668]Principal Investigator (PI)
The principal investigator has the appropriate scientific and/or scholarly training and expertise to assume direct responsibility for the ethical conduct of the study. They provide technical and administrative oversight of the research and make important study-related decisions. PIs at Ohio State are ultimately responsible for the ethical conduct of human subjects research and for compliance with federal regulations, applicable state and local law, and university policies. These responsibilities are shared with research staff and the HRPP. See Responsibilities of Principal Investigators, Co-Investigators, and Key Personnel  for more information. 
[bookmark: _Toc212142127][bookmark: _Toc225507669][bookmark: _Toc1605253661]PI Proxy 
A PI proxy is a study team member designated by the PI to perform tasks on their behalf. The Huron system allows for one or more PI proxies to be added to each study. 
At Ohio State, initial applications, modifications, and continuing reviews must be personally submitted by the PI. This is confirmed during screening and these submissions will be returned to the study team if not submitted by the PI. A PI proxy may submit responses to clarifications requested, personnel only modifications, and responses to modifications required to secure approval issued by the IRB. As stated previously, the PI is ultimately responsible for the ethical conduct of the human subjects study and for compliance with federal regulations, applicable state and local law, and university policies.
[bookmark: _Toc599617645][bookmark: _Toc212142128][bookmark: _Toc225507670]Primary Contact
The primary contact can access the study and will receive study notifications. The primary contact also can create (but not submit) a submission on behalf of the PI. The PI may designate only one primary contact per study. 
[bookmark: _Toc212142129][bookmark: _Toc225507671][bookmark: _Toc1061111887]Required Training for Research Staff  
All members of the research team involved in the design, conduct, and/or reporting of human subjects research (including exempt research) must complete the following two Collaborative Institutional Training Initiative (CITI) online training courses accessed at http://go.osu.edu/citi. There may be additional training requirements based on federal, state, or departmental policies:
· Human Subjects Protection (HSP): HSP training is valid for a three-year period, after which time the training must be repeated.
· Responsible Conduct of Research (RCR): This training requirement can be met by one of seven discipline-specific CITI web-based courses and is valid for a four-year period, after which time the training must be repeated. Researchers should verify and address all sponsor requirements for RCR training as federal funding agency requirements are not uniform. 
Researchers who have not completed these courses may not take part in research involving human subjects.
[bookmark: _Toc212142130][bookmark: _Toc225507672]Disclosure of Financial Interests
The Public Health Service (PHS) Policies Promoting Objectivity in Research, 42 CFR 50 Subpart F and 45 CFR Part 94, Responsible Prospective Contractors and the Department of Energy Interim Conflict of Interest Policy Requirements for Financial Assistance, 2 CFR 200.112, Conflict of Interest (“the FCOI regulations”) promote objectivity in research by establishing standards that provide a reasonable expectation that the design, conduct, and reporting of research funded under PHS and DOE grants, cooperative agreements, and technology investment agreements will be free from bias resulting from researcher financial conflicts of interest (FCOI). The university’s Outside Activities and Conflicts policy (the “Policy”) and related Financial Conflict of Interest (FCOI) in Research SOP apply to all researchers, with special considerations noted for PHS and DOE funded researchers throughout the Policy and SOP.
According to the Policy, researchers are required to disclose outside activities via the university’s electronic system yearly and within 30 days upon acquiring or discovering new financial interests, engaging in new outside activities, or changes in a previously reported activity. Researchers must also report any reimbursed or sponsored travel that is not paid for or reimbursed with Ohio State funds or sponsored project funds within 30 days. If any of the disclosed activities constitute a significant financial interest (SFI) as defined by the Policy, the disclosure form is reviewed by the researcher's department chair or college dean. If an SFI may be related to a specific research project, the Conflict Approval Committee (CAC) will determine whether an FCOI exists. If an FCOI is found, the CAC will recommend the development of a protocol specific conflict management plan (CMP) to manage, reduce, or eliminate the conflict. The CAC will provide its recommended CMP, via the Office of Research Compliance, to the IRB, via the Office of Responsible Research Practices (ORRP). The IRB has the full and final authority for implementing the decision concerning the role of the conflicted researcher in the research protocol. To satisfy this, the conflict must be disclosed in the SmartForm, the protocol specific CMP uploaded to the SmartForm, and any stipulations in the CMP addressed at the time of IRB review.
In addition to an individual researcher’s financial conflict of interest described above, organizational conflicts may also occur. This is when the financial investments or holdings of an organization (including licenses, royalties, intellectual property rights, patents, certain gifts) or the personal financial interests or holdings of a key leader might affect or reasonably appear to affect organizational processes for the design, conduct, reporting, review, or oversight of human subjects research. Additional details can be found in the Organizational Financial Conflicts of Interest policy which describes the process to identify, evaluate, manage, and minimize or eliminate Ohio State’s proprietary interests, financial investments or holdings, and the personal financial interests of key organizational leaders meet the definition of an organizational conflict. 
[bookmark: _Toc212142131][bookmark: _Toc225507673][bookmark: _Toc1107781159]Submitting New Research to the IRB 
[bookmark: _Toc212142132][bookmark: _Toc225507674]Write an investigator protocol
Huron protocol templates and associated appendices should be used as a starting point for drafting a new protocol (located in the Huron Library).  Begin by selecting the appropriate research-specific template:   
· HRP-503 – Protocol – Biomedical and Cancer Research, 
· HRP-503a – Protocol – Behavioral and Social Science Research, 
· HRP-503b – Protocol - Secondary Research,
· HRP-503c – Protocol - Exempt Research,
· HRP-504 – Protocol – External IRB Site Supplement, and
· HRP-505 – Protocol - Ohio State IRB Site Supplement 
Here are some key points to remember when developing your protocol:
1. Reference the instructions in blue text for guidance. All blue text is meant to be deleted prior to submission.
2. For any items described in a sponsor’s protocol, investigators may simply reference the page numbers within the Ohio State IRB Site Supplement rather than repeat information.
3. If you are conducting community-based participatory research, contact ORRP for information about:
· Research design
· Use of community advisory boards
· Use of participant advocates
· Partnerships with community-based institutions or organizations                            
4. If you intend to include individuals who are members of the following populations, appropriately describe them in the inclusion criteria and upload the appropriate appendices, as the inclusion of these participant populations have additional regulatory implications:
· Adults with impaired decision-making capacity: For more information, reference the Vulnerable Populations: Students, Employees, and Adults with Impaired Decision-Making Capacity policy which outlines additional protections that investigators and IRBs should consider when proposed research activities involve impaired adults. Note that this policy also describes other potentially vulnerable populations, including students and employees. 
· Individuals who are not yet adults (infants, children, teenagers): For more information, reference the Research Involving Children policy describing the additional protections that must be provided to children involved in research. 
· Pregnant women: For more information, reference the Research Involving Pregnant Women, Fetuses, or Neonates. This policy describes the additional protections that must be provided to pregnant women, fetuses, and neonates involved in research and the requirements for informed consent when these populations are involved. 
· Prisoners: For more information, reference the Research Involving Prisoners policy which describes the additional protections that must be provided to prisoners involved in research. These requirements apply to research involving prisoners and individuals who later become prisoners during their research participation. 
[bookmark: _Toc212142133][bookmark: _Toc225507675]Informed Consent and Consent Documentation 
Use the consent templates available in the Huron IRB Library to create a consent document. 
All long form consent documents and summaries for short form consent documents must contain all required elements of informed consent and additional elements as relevant defined in the Informed Consent Process and the Elements of Informed Consent policy. Review this policy to ensure that all elements are appropriately addressed. 
When using the short form for consent documentation, ensure the appropriate signature block is included. Translations of short form documents must be IRB-approved prior to use. If a translation is needed in a language not yet approved, contact ORRP for assistance.
If your research study meets the requirements for an exempt determination and there are interactions with participants, use the exempt research consent template. You may also use an abbreviated process for obtaining consent, but you must provide the following information to participants through an information sheet or written script:
· The participant is being asked to be in a research study,
· A description of the procedure(s) the participant will be asked to complete,
· Participation is voluntary, and
· The investigator’s name and contact information.
Always date revisions to ensure the currently approved version is used.  
[bookmark: _Toc212142134][bookmark: _Toc225507676]Obtaining Informed Consent
Informed consent is the agreement to participate in research expressed by an individual (or his/her legally authorized representative authorized under applicable law to make such decisions) based on sufficient information (e.g., regarding possible risks and benefits of the research) and adequate opportunity to consider voluntary participation. Also known as: legally effective informed consent. Obtaining consent is required for participation in research unless a waiver or alteration is approved by the IRB. 
Refer to the Informed Consent Process and the Elements of Informed Consent policy for detailed guidance. 
[bookmark: _Toc212142135][bookmark: _Toc225507677]Assent
Assent is the agreement to participate in research expressed by an individual (e.g., a child, adult with impaired decision-making capacity) who cannot provide legally effective informed consent to participate on their own behalf. Failure to object does not constitute assent. Reference the Assent and Parental Permission policy for further details on assent of children and the Vulnerable Populations policy for further details on assent of adults.
[bookmark: _Toc212142136][bookmark: _Toc225507678]Documenting Consent 
Reference the Documentation of Informed Consent process policy for guidance on federal regulations, which require in most circumstances informed consent to be documented by use of a written consent form approved by the IRB and signed by the research participant or the participant’s legally authorized representative. Consent forms must include the required (and any applicable additional) elements of informed consent, unless the IRB approves either an alteration of consent, use of a short form stating that the elements of consent have been presented, or a waiver of the requirement for written documentation of the consent process.
The Short Form Informed Consent policy provides further information on federal regulations, which require the informed consent process be conducted in “language understandable” to research participants and, with certain exceptions, that informed consent is documented in writing by use of a written consent form approved by the IRB and signed and dated by the individual or the individual’s legally authorized representative. In limited situations the regulations permit the informed consent process to be conducted orally, with a written “short form” consent document. This process may be used to obtain the informed consent of non-English speaking subjects or their legally authorized representatives as described in detail in the policy.
[bookmark: _Toc212142137][bookmark: _Toc225507679]Submitting New Research
To create and submit a new study in the Huron IRB system, refer to the following resources:
· Huron IRB – Create and Submit a New Study 
· Huron IRB – Checklist of Information to Attach. 
These documents are located in the Huron IRB section of ERIK’s Research Knowledge Base, which contains reference materials outlining procedures for various Huron IRB actions.
[bookmark: _Toc212142138][bookmark: _Toc225507680]Submission Instructions
Complete the “New Study” SmartForm in the Huron IRB system and attach all required supplemental documents. The PI must submit the SmartForm by selecting the “Submit” activity. 
Before submitting the study for initial review, ensure the following:
1. Confirm the financial interest status (“yes” or “no”) for each member of the research team.
2. Obtain each team member’s agreement to their role in the research.
[bookmark: _Toc212142139][bookmark: _Toc225507681]Additional Guidance 
For help responding to clarification requests or updating study documents during the submission process, consult these resources in the Research Knowledge Base:

· Huron IRB- Respond to a Clarification Request.
· Huron IRB - Change Study Documents

[bookmark: _Toc212142140][bookmark: _Toc225507682][bookmark: _Toc2004247988][bookmark: _Hlk183602600]Departmental Approval Process 
All non-exempt initial submissions require departmental approval before the pre-review process.   When a new study is ready for departmental review, check the box for “I certify that this submission is ready to be routed for departmental approval” on the submission’s Departmental Approval page, click Save or Continue, and then Exit to close the form. The protocol and any other applicable documents will be sent to the PI’s departmental endorser via DocuSign.  A verification message will then be sent to the PI that identifies their departmental endorser(s).  Departmental endorsers may ask the PI and/or research team for more information or request required changes prior to endorsing the study. 
When ready, the endorser will complete the form via DocuSign which then routes to the PI.  The PI must then upload the executed DocuSign form to the submission in the Departmental Approval form section, click Save or Continue, Exit the form, then click Submit.
[bookmark: _Toc212142141][bookmark: _Toc225507683]Special Research Topics to Consider
If the investigator protocol includes the following research topics, reference the relevant HRPP policy: 
· Research Involving Medical Devices: The purpose of this policy is to describe the requirements for research involving medical devices including requirements for Investigational Device Exemptions (IDEs), use of custom devices and Humanitarian Use Devices (HUDs), in vitro diagnostics, investigational device accountability and record retention. The responsibilities of investigators, IRBs, and sponsors are discussed accordingly.
· Research Involving Investigational Drugs: The purpose of this policy is to describe the requirements for research involving investigational drugs or biologics, including requirements for Investigational New Drug Applications (INDs), drug accountability and record retention. The responsibilities of investigators, IRBs, and sponsors are discussed accordingly.  
· Research Involving Data and/or Biospecimens: The purpose of this policy is to describe the requirements for IRB approval (or exemption) and informed consent for any of the following: 
· Data and/or biospecimens collected for research purposes 
· Data and/or biospecimens collected, stored, and/or distributed for future research uses 
· Previously collected data/biospecimens used for secondary research 
· Research Involving Radiation: Radiation exposure other than that received in routine and/or non-research clinical care procedures must be evaluated to determine the risks posed to research subjects. The use of radiation for research purposes must be reviewed and approved by the Human Subject Radiation Committee, a subcommittee of The Ohio State University Radiation Safety Committee, in addition to the IRB, before research (or changes to research) may be initiated. 
· Planned Emergency Research: Planned emergency research is research conducted in emergency settings with participants who cannot provide informed consent because of their life-threatening medical conditions (e.g., comparison of methods for providing cardiopulmonary resuscitation) and who do not have an available legally authorized representative. Unlike emergency uses, planned emergency research must be approved in advance by FDA (or DHHS) and the IRB and publicly disclosed to the community in which the research will be conducted. The Planned Emergency Research policy outlines the additional protections required by the regulations for planned emergency research where the requirements for informed consent are waived. Note that “planned emergency research” in life-threatening situations must be differentiated from “emergency use of an investigational drug or biologic or unapproved medical device” which is discussed below.
[bookmark: _Toc212142142][bookmark: _Toc225507684]Humanitarian Use Device (HUD), Emergency Use and Expanded Access Submissions 
[bookmark: _Toc212142143]Submitting a request to use a Humanitarian Use Device (HUD) 
Ohio State utilizes the IRB to review and approve the use of a HUD before it can be used at a facility for clinical care. You can refer to the Research Involving Medical Devices policy for additional information regarding the criteria that the IRB uses to review and approve HUD uses. The clinical use of a HUD is not considered human subjects research but must still be submitted for review and approval by the IRB prior to clinical use (with the exception of emergency use). Informed consent should be obtained orally or in writing before HUD use.
Complete the “New Study” SmartForm in the Huron IRB system and attach all requested supplements. Have the PI submit the SmartForm by clicking the “Submit” activity. Maintain electronic copies of all information submitted to the IRB in case revisions are required. Before submitting the research for initial review, you must:
1. Obtain the financial interest status (“yes” or “no”) of each research staff.
2. Obtain the agreement of research staff to his/her role in the research.
[bookmark: _Toc212142144][bookmark: _Toc225507685]Emergency use of unapproved drug, biologic, or device 
Contact ORRP or the IRB chair immediately to discuss the situation. If there is no time to make this contact, see the Emergency Use of Investigational Drugs, Biologics, or Devices policy for the regulatory criteria allowing such a use. You must submit a report of the use to the IRB within five working days of the use. 
According to FDA regulations, the emergency use exemption may be used if all the following conditions are met:
1. The use involves an investigational drug or biologic, unapproved medical device, or other “test article” as defined by FDA.
2. The individual for whom the test article is intended is in a life-threatening situation.
3. No standard acceptable treatment is available, and the individual for whom the test article is intended does not meet the enrollment criteria for an existing IRB-approved study or an approved study does not exist.
4. There is not sufficient time to obtain IRB approval: an intervention is needed before review at a convened meeting of the IRB is feasible.
Investigators are required to obtain the informed consent of the subject or the subject's legally authorized representative in an emergency use situation. Consent form templates containing the basic elements of informed consent are available on the ORRP website and in the Huron library. Alternatively, the product manufacturer or sponsor may provide a consent form for emergency use. All basic elements of informed consent (and any applicable additional elements) are to be provided, unless the situation meets the conditions for exception described below. 
When informed consent cannot be obtained, both the investigator and a physician who is not otherwise involved in the emergency use must confirm in writing that all the following conditions apply:
1. The subject is confronted by a life-threatening situation necessitating the use of the investigational drug or biologic or unapproved medical device.
2. Informed consent cannot be obtained because of an inability to communicate with or obtain informed consent from the subject.  
3. Time is not sufficient to obtain informed consent from the subject’s legally authorized representative.
4. No alternative method of approved or “generally recognized therapy” is available that provides an equal or greater likelihood of saving the subject’s life.
Include in the report to the IRB within five working days of the emergency use a description of how the use meets the criteria outlined in HRP-322 - WORKSHEET - Emergency Use, a summary of the patient’s diagnosis and treatment history, and date and time of the use. Attach to the report the consent document templates used (if applicable), approval of the use from the FDA (drugs and biologics), or concurrence letter from an independent physician that the use of the device is warranted, and no other alternative treatments are/were available (devices). If time is not sufficient to obtain an independent physician's determination that the criteria for an exception to the requirements for informed consent (described above) are met, and in the investigator’s opinion the immediate use of the investigational product is required to preserve the subject's life, the investigator must do both of the following:
1. Verify in writing that the four conditions for an exception to the requirements for informed consent apply
2. Obtain an independent review and evaluation of the investigator’s determination in writing within five working days by a physician who is not otherwise involved in the emergency use
If you fail to submit the report within five working days, you will be restricted from submitting new research until the report has been received.
Emergency use of an unapproved (investigational) drug or biologic in a life-threatening situation for which no standard acceptable treatment is available and when there is not sufficient time to obtain IRB approval is “research” as defined by FDA, the individual getting the test article is a “subject” as defined by FDA, and therefore is governed by FDA regulations for IRB review and informed consent. Emergency use of an unapproved device without prior IRB review is not “research” as defined by FDA and the individual getting the test article is not a “subject” as defined by FDA. However, FDA guidance recommends following similar rules as for emergency use of an unapproved drug or biologic.
Individuals getting an unapproved drug, biologic, or device without prior IRB review cannot be considered a “subject” as defined by DHHS and their results cannot be included in prospective “research” as that term is defined by DHHS.
While DHHS regulations do not permit data obtained from patients under emergency use to be classified as human subjects research, nor permit the outcome of such care to be included in any report of a research activity subject to DHHS regulations, FDA regulations allow the emergency use of a test article (other than a medical device) to constitute a clinical investigation involving human subjects. Data from the investigation may be reported to FDA in support of a marketing application.
FDA regulations require that any subsequent use of a test article at the institution have prospective IRB review and approval.  If it is anticipated that this test article may be used again (for the same patient, a different patient, or for any indication), submit a protocol and consent document(s) to the IRB for review so that an approved protocol will be in place when the next need arises. FDA guidance acknowledges that it would be inappropriate to deny emergency treatment to a second individual “if the only obstacle is that the IRB has not had sufficient time to convene a meeting” to review the request. Investigators are encouraged to evaluate the likelihood of a similar need occurring again, and if future use is likely, immediately initiate efforts to obtain IRB review and approval of a protocol to permit further use of the investigational drug, biologic, or device.

Reference the Emergency Use of Investigational Drugs, Biologics, or Devices for further details. Note that emergency use of an investigational drug or biologic or unapproved medical device must be differentiated from “planned emergency research” in life-threatening situations which is discussed above under Special Research Topics to Consider.
[bookmark: _Toc212142145][bookmark: _Toc225507686]Expanded access request for an unapproved drug, biologic, or device 
There are five different types of non-emergency use expanded access:
1. Individual patient expanded access: Use of an investigational drug or biologic for a single subject with a serious disease or condition, who does not meet the requirements for inclusion in a clinical investigation, and for whom no standard acceptable treatment is available) 
Individual patient drug or biologic expanded access requests should be submitted to the IRB as a new study. If the study team checked “Request for Authorization to Use Alternative IRB Review Procedures” on FDA Form 3926 (field 10.b.) or has a separate waiver request included with FDA Form 1571 for the purpose of obtaining concurrence from an IRB Chair or designee, this information should be included in the application. Instead of uploading a protocol, the submission should include the following:
· A thorough patient history and treatment plan, included in the Form FDA 3926 or in a separate document that includes:
· The proposed daily dose, route, and frequency of administration of planned treatment; duration of planned treatment; criteria for discontinuation of treatment; and planned dose modifications for adverse events;
· The planned monitoring for adverse events, response to treatment, and changes in clinical status, as well as proposed modifications to the treatment plan to mitigate risks to the patient if appropriate;
· The key details of the patient’s history, including diagnosis and summary of prior therapy (including response to such therapy); the reason for request, including an explanation of why the patient lacks other therapeutic options; and information regarding a patient’s relevant clinical characteristics (such as comorbid conditions and concomitant medications) that is necessary to assess the potential for increased risks of the drug; and
· A summary of known risks of the drug
Use consent form templates located on the ORRP website and in the Huron library to prepare your consent document. A continuing review application must be submitted to the IRB at least annually, and any modifications or new information should be reported accordingly.
2. Compassionate Use (individual patient/small group access) of a device
FDA approval prior to compassionate use of an unapproved medical device is required. The compassionate use may involve a device that does not have an existing IDE, a device used in a way that is not approved under an existing IDE, or a physician who is not named as an investigator on the IDE. The medical device company must agree to provide the investigational device for the compassionate use.
In addition to determining that the criteria for compassionate use are met, investigators are required by FDA to assess the potential for benefit from the use of an unapproved device and to have “substantial reason” to believe that benefits will occur. Whenever possible, an independent assessment of the circumstances prior to the compassionate use should also be obtained from a physician who is not otherwise involved in the compassionate use.
The emergency use of an unapproved device must be reported to FDA by the sponsor (if an IDE exists for the device) within five working days of the time the sponsor learns of the use. If no IDE exists, the investigator is responsible for reporting the emergency use directly to FDA.
Requests for compassionate use of a device should be submitted to the IRB as a new study. See HRP-325 - WORKSHEET – Device Compassionate Use for the regulatory criteria allowing such a use and make sure these are followed. The FDA does not consider the compassionate use of an unapproved device to be a clinical investigation, however it is expected that informed consent be obtained. Use the consent templates located on the ORRP website and in the Huron library to prepare your consent document.
Instead of uploading a protocol, the submission should include a summary of the conditions constituting the compassionate use, other relevant details of the case, approval from the device manufacturer, device/product manual, FDA authorization, and any other relevant information (i.e., patient-facing materials, etc.). Continuing review is not required for compassionate use, however if any problems occurred as a result of device use, these should be discussed in the follow-up report and reported to the IRB as soon as possible.
3. Intermediate-size patient population access of a drug
4. Expanded access for widespread use of a drug
5. Treatment use of a device

Requests for any of these three (3) types of expanded access use should be submitted to the IRB as a new study. Submissions should include the protocol, consent form, and other pertinent information (i.e., Investigator’s Brochure, device/product manual, patient-facing materials, etc.). Use the consent templates located on the ORRP website and in the Huron library to prepare your consent document. A continuing review application must be submitted to the IRB at least annually, and any modifications or new information should be reported accordingly.
[bookmark: _Toc212142146][bookmark: _Toc225507687]Ongoing Research Considerations
[bookmark: _Toc212142147][bookmark: _Toc225507688]Recruitment 
The Recruiting Methods, Recruitment Materials, and Participant Compensation
policy describes recruiting methods, recruitment materials, and participant compensation plans that minimize the possibility of coercion and help ensure equitable selection. Recruiting methods, recruitment materials, and plans for participant compensation used in human subjects research must first be approved by the IRB.
[bookmark: _Toc212142148][bookmark: _Toc225507689]Screening and Eligibility 
The IRB may approve a research proposal in which an investigator will obtain information or biospecimens for the purpose of screening, recruiting, or determining the eligibility of prospective participants without the informed consent of the prospective participant or the participant’s legally authorized representative, if either of the following conditions are met:
1. The investigator will obtain information through oral or written communication with the prospective participant or legally authorized representative, OR
2. The investigator will obtain identifiable private information or identifiable biospecimens by accessing records or stored identifiable biospecimens.

The research protocol should include information about how potential participants will be identified and recruited for the IRB to be able to determine whether informed consent for these activities is required.
Contact ORRP with additional questions or for further guidance regarding the requirement to obtain HIPAA research authorization or a partial waiver of HIPAA research authorization for recruitment purposes.
[bookmark: _Toc225507690]Privacy and Confidentiality
Federal regulations require that research involving human subjects includes adequate provisions to protect the privacy interests of participants and to maintain the confidentiality of data. The Privacy and Confidentiality policy describes requirements for protecting privacy and confidentiality in research involving human subjects, including the use of National Institutes of Health (NIH) Certificates of Confidentiality. 

[bookmark: _Toc225507691][bookmark: _Toc147308375][bookmark: _Toc774440036][bookmark: _Hlk149038325]Review and Approval Processes
[bookmark: _Toc212142150][bookmark: _Toc225507692]Regulatory Classifications of Research Activities
Submitted activities may fall under one of the following four regulatory classifications associated with differing types of review:
· Not human subjects research: Activities must meet the institutional definition of human subjects research to fall under IRB oversight. Activities that do not meet this definition are not subject to IRB oversight or review. Contact ORRP in cases where it is unclear whether an activity is human subjects research.
· Exempt: Certain categories of research may be exempt from IRB review. It is the responsibility of the institution, not the investigator, to determine whether research is exempt from IRB review. Review Exempt Research policy for reference on the categories of research that may qualify for exemption.
· Review using the expedited procedure: Certain categories of non-exempt research may qualify for review using the expedited procedure, meaning that the project may be approved by a single designated IRB reviewer, rather than the convened board. The Expedited and Administrative Review Procedures policy provides the categories of research that may be reviewed using the expedited procedure.
· Review by the convened IRB: Non-exempt human subjects research that does not qualify for review using the expedited procedure must be reviewed by the convened IRB. A convened IRB meeting must meet the membership requirements specified in federal regulations regarding the number, qualifications, diversity, and affiliation of its members, at which a majority of the members are present including at least one member whose primary concerns are in a nonscientific area. Reference the Review of Research by the Convened IRB and Board Assignment and Reviewer Assignment for Convened Review policies for additional details.


[bookmark: _Toc212142151][bookmark: _Toc225507693]IRB Decisions 
There are three internal Ohio State IRBs. Final determination of board assignment is made by ORRP staff in consultation with the chair of the selected IRB as needed. Investigators are encouraged to contact ORRP staff with questions regarding appropriate board assignment before preparing submissions. The IRBs may approve research, require modifications to the research to secure approval, table research, defer research, or disapprove research:
· Approval: Made when all criteria for approval are met. See Criteria for IRB Approval of Research below.
· Modifications required to secure approval: Made when IRB members require specific modifications to the research before approval can be finalized.
· Tabled: Made when the convened IRB cannot approve the research at a meeting for reasons unrelated to the research, such as loss of quorum. When taking this action, the IRB automatically schedules the research for review at the next convened meeting.
· Deferred: Made when the convened IRB determines that the board is unable to approve the research. When making this motion, the IRB describes its reasons for this decision, describes revisions that might make the research approvable, and gives the investigator an opportunity to respond to the IRB in person or in writing. If the investigator chooses to respond to the IRB in person, the investigator remains responsible for submission of any required revisions.
· Disapproval: Made when the convened IRB determines that it is unable to approve the research and cannot describe revisions that might make the research approvable. When making this motion, the IRB describes its reasons for this decision and gives the investigator an opportunity to respond to the IRB in person or in writing.
Reference the IRB Actions and Communications policy for additional details.
[bookmark: _Criteria_for_IRB][bookmark: _Toc212142152][bookmark: _Toc225507694]Criteria for IRB Approval of Research 
The criteria for IRB approval can be found in HRP-314 – WORKSHEET - Criteria for Approval for non-exempt Human Research. The worksheet references other checklists and worksheets that might be relevant. All checklists and worksheets can be found on the ORRP website or in the online Huron system library.
These worksheets are used for initial review, continuing review, and review of modifications to previously approved research.
You are encouraged to use these worksheets to write your protocol in a way that addresses the criteria for approval.
[bookmark: _Toc225507695][bookmark: _Toc212142153]IRB Policies 
The following HRPP policies discuss requirements specific to IRB members and ORRP staff: 
· IRB Composition and IRB Member Roles and Responsibilities: The purpose of this policy is to describe the membership and quorum requirements for The Ohio State University IRBs.
· IRB Member and Consultant Conflict of Interest: This policy describes when IRB members or consultants are considered to have conflicts of interest, the procedures that must be followed for disclosure, and IRB review of research when such conflicts exist.                                                       
· IRB Recordkeeping: The purpose of this policy is to describe recordkeeping activities and record retention for ORRP and the IRBs that comply with federal regulations, local laws, and university policy. 

[bookmark: _Toc212142154][bookmark: _Toc225507696]Post-IRB Review Activities
The IRB will provide you a written decision indicating that the IRB has approved the research, requires modifications to secure approval, or has deferred or disapproved the research.
· If the IRB has approved the research: The research may commence once all other institutional approvals have been obtained. The IRB approval period is noted in the approval letter.
· If the IRB requires modifications to secure approval and you accept the modifications: Make the requested modifications within 30 days and submit them to the IRB. If all requested modifications are made, the IRB will issue a final approval. Research cannot commence until this final approval is received. If you do not accept the modifications, submit your response to the IRB. Refer to Huron IRB - Respond to Modifications Required for guidance.
· If the IRB defers the research: The IRB will provide a statement of the reasons for deferral and changes required  to make the study approvable and give you an opportunity to respond in writing. In most cases, if the IRB’s reasons for the deferral are addressed in a modification, the research can be approved
· If the IRB disapproves the research: The IRB will provide a statement of the reasons for disapproval and give you an opportunity to respond in writing.
In all cases, you have the right to address your concerns to the IRB directly at an IRB meeting. 
Additionally, you have the right to appeal an IRB determination. An appeal is a request for reconsideration of an IRB determination in research involving human subjects, including (but not limited to) decisions regarding approval status, conditions for approval, or noncompliance. Note: An appeal is reviewed by the convened IRB responsible for the determination being appealed; for a decision made by expedited review, the corresponding convened IRB may review the appeal.
[bookmark: _Toc212142155][bookmark: _Toc225507697]Investigator Obligations after IRB Approval
1. Do not start research activities until you have final IRB approval.
2. Do not start research activities until you have obtained all other required institutional approvals, including department or division approvals, prior to commencing research that involves their resources.
3. Ensure that there are adequate resources to carry out the research safely. This includes, but is not limited to, sufficient investigator time, appropriately qualified research team members, equipment, appropriate secure data storage, and space.
4. Ensure that research staff are qualified (e.g., including but not limited to appropriate training, education, expertise, credentials, protocol requirements and, when relevant, privileges) to perform procedures and duties assigned to them during the study.
5. Update ORRP with any changes to study personnel.
6. Personally conduct or supervise the research. Recognize that the investigator is accountable for the failures of any study team member.
a. Conduct the research in accordance with the relevant current protocol as approved by the IRB, and in accordance with applicable federal regulations and local laws.
b. Review data collected as research progresses to ensure the continued safety of current and future participants as well as the scientific validity and integrity of the research. Regardless of the study’s risk level, the IRB will review the plan for reviewing research data to ensure the safety of participants and scientific validity of the research, including who will perform the monitoring, the type and frequency of review, and procedures for notifying appropriate entities (e.g., investigators, sponsor, etc.) of the results.
c. When conducting greater than minimal risk research, submit to the IRB the applicable Data and Safety Monitoring Board (DSMB) or Committee (DSMC) reports to ensure continued participant safety and scientific validity and to review the board’s recommendations of whether or not to continue, modify, or terminate the study. A DSMB/DSMC is a group comprised of expert(s) in the field of medicine and/or science applicable to the research, statistician(s), lay representative(s), and others as necessary to monitor study progress. A data and safety monitoring board reviews study-specific data periodically throughout the research. 
d. When required by the IRB, ensure that consent or permission is obtained in accordance with the currently IRB approved protocol.
e. Do not modify the research without prior IRB review and approval unless necessary to eliminate apparent immediate hazards to participants.
f. Protect the rights, safety, and welfare of research participants.
7. Submit to the IRB:
a. Proposed modifications as described in this manual. (See “Submitting a Modification”)
b. A continuing review application as requested in the approval letter. (See “Submitting a  Continuing Review”)
c. A continuing review application when the research is closed. (See “Closing a Study”)
8. Submit the Reportable New Information (RNI) SmartForm as necessary per reporting requirements. (See “Submitting Reportable New Information”)
9. Submit an updated disclosure of financial interests within thirty days of discovering or acquiring (e.g., through purchase, marriage, or inheritance) a new financial interest.
10. Do not accept or provide payments to professionals in exchange for referrals of potential participants (“finder’s fees.”)
11. Do not accept payments designed to accelerate recruitment that were tied to the rate or timing of enrollment (“bonus payments.”)
12. See additional requirements of various federal agencies in Appendix A. These represent additional requirements and do not override the baseline requirements of this section.
13. If the study is a clinical trial and supported by a Common Rule agency, one IRB-approved version of a consent form that has been used to enroll participants must be posted on a public federal website designated for posting such consent forms. The form must be posted after recruitment closes, and no later than 60 days after the last study visit.  Please contact the study sponsor with any questions.  
a. If certain information should not be made publicly available on a federal website (e.g. confidential commercial information), the supporting federal department or agency may permit or require redactions to the information posted.  Contact the federal department or agency supporting the clinical trial for a formal determination. Contact the supporting federal department or agency sponsor with any other questions regarding consent form posting obligations.

[bookmark: _Toc212142156][bookmark: _Toc225507698]Submissions After Initial Approval
[bookmark: _Toc212142157][bookmark: _Toc225507699][bookmark: submittingamodification]Submit a Modification
Complete the Modification SmartForm in the Huron IRB system and attach all requested supplements. Have the PI submit the SmartForm by clicking the “Submit” activity. Maintain electronic copies of all information submitted to the IRB in case revisions are required. Please note that research must continue to be conducted without inclusion of the modification until IRB approval is received. Updates to the list of study personnel will be acknowledged unless the update represents a modification to the research. For the step-by-step process on how to create and submit a modification in the Huron IRB system, visit Huron IRB – Create and Submit a Modification in the Research Knowledge Base. 
[bookmark: _Toc212142158][bookmark: _Toc225507700]How to Transfer Responsibility to a New Principal Investigator 
PI changes often prompt changes to other parts of the study. Review all consent/assent forms, recruitment materials, and other documents to make certain they have been updated to reflect the change. The current PI may transfer responsibility to a new PI by submitting a modification (See “Submitting a modification”).
If the current PI is leaving the institution but will remain a study team member, please contact ORRP to determine if a reliance agreement is appropriate.
If the current PI is leaving the institution and plans to take research data or biospecimens with them, there are contractual agreements (e.g., data use agreements or material transfer agreements) that may be needed to share individual level human subjects research data/biospecimens.  Contact the Office of Innovation and Economic Development for assistance in determining whether an agreement is needed and how to process the transfer, as applicable.
If a PI leaves the university or is unavailable to personally conduct or supervise ongoing research (e.g., on sabbatical or extended leave), he/she must make arrangements to amend (including a change in PI) or terminate the research, as appropriate. 
[bookmark: _Toc212142159][bookmark: _Toc225507701][bookmark: submittingacontinuingreview]Submit a Continuing Review
Complete the Continuing Review SmartForm in the Huron IRB system and attach all requested supplements including HRP-215 – FORM - Continuing Review Supplement. Have the PI submit the SmartForm by clicking the “Submit” activity. Maintain electronic copies of all information submitted to the IRB in case revisions are required. The step by step process on how to create and submit a continuing review in Huron, visit Huron IRB – Create and Submit a Continuing Review in the Research Knowledge Base. 
If the continuing review involves modifications to previously approved research, submit those modifications either as a combined modification and continuing review or as a separate request for modification using the Modification SmartForm in the electronic system.Combined Modifications and Continuing Reviews are limited to changes involving study team updates. More significant modifications should be submitted separately. 
If the study approval expires, all research procedures under review must cease, including recruitment, advertisement, screening, enrollment, consent, interventions, interactions, and collection or analysis of private identifiable information. Continuing research procedures is a violation of institutional policy. If current participants will be harmed by stopping research procedures that are available outside the research context, provide these on a clinical basis as needed to protect current participants. If current participants will be harmed by stopping research procedures that are not available outside the research context, immediately contact ORRP to make a formal request to the IRB chair to continue research activities after study expiration and provide a written list of the currently enrolled participants and why they will be harmed by stopping research procedures.
[bookmark: _Toc225507702][bookmark: SubmittingReportableNewInformation]Submitting Reportable New Information
To ensure the protection of research participants, federal regulations and IRB policy require study teams to submit reportable events to the IRB for review. Unanticipated problems can occur in any type of research (medical or non-medical) and may include occurrences such as adverse events, subject complaints, protocol deviations, and other unexpected events involving risk. Events requiring prompt reporting by investigators and research staff may involve physical, psychological, social, legal, or economic harms. A non-exhaustive list of examples of reporting that can vary depending on specific scenarios and circumstances is available on ORRP’s Reportable New Information website. The items below must be reported within 10 days of becoming aware (or 48 hours if the events result in temporary or permanent suspension of study activities by the investigator or sponsor to avoid potential harm):
a. Information that indicates a new or increased risk, or a new safety issue. For example:
i. New information (e.g., an interim analysis, data and safety monitoring report, publication in the literature, sponsor report, or investigator finding) indicates an increase in the frequency or magnitude of a previously known risk or uncovers a new risk.
ii. Withdrawal, restriction, or modification of a marketed approval of a drug, device, or biologic used in a study.
iii. Protocol violation that caused harm to subjects or others or that indicates subjects or others might be at increased risk of harm even if no harm occurred.
iv. Participant complaint that indicates an increased risk of harm or the risk of a new harm.
v. Any changes significantly affecting the conduct of the research.
b. Harm experienced by a participant or other individual, which in the opinion of the investigator are unexpected and related to the research procedures.
i. A harm is “unexpected” when its specificity or severity are inconsistent with risk information previously reviewed and approved by the IRB (e.g., investigator’s brochure, research protocol, consent form, or other available information) in terms of nature, severity, frequency, and characteristics of the study population.
ii. A harm is “related” to the research procedures if in the opinion of the investigator, the research procedures caused the harm. 
iii. Consider the following definitions when assessing harm and location:
1. Unrelated: Unassociated or without a timely relationship; evidence exists that an outcome is related to a cause other than the event in question.
2. Internal event: An event occurring in Ohio State research at a site(s) under an Ohio State IRB’s jurisdiction.
3. External event: An event occurring at a non-Ohio State site over which another IRB has jurisdiction in research that is also occurring at Ohio State.
c. Deviation, violation, or unintentional change to the protocol or procedures that may increase risk to research participants, compromise participants’ rights or welfare, or affect the integrity of the research/data. Examples may include:
i. Research activities or interventions not conducted in accordance with the protocol
ii. Dosing error
iii. Over-enrollment of study participants
iv. Enrollment of an ineligible participant
v. Research activities conducted by individual(s) not approved as study personnel
d. Deviation from approved consent procedure(s). Examples may include:
i. Consent obtained using an incorrect/unapproved version 
ii. Consent and/or HIPAA research authorization improperly documented or obtained
iii. Failure to obtain consent prior to research activities
iv. Conducted research activities prior to participant(s) providing consent
v. Completed consent documents lost
e. Audit, inspection, or inquiry by a federal agency and any resulting reports (e.g. FDA Form 483.)
f. Monitoring report
g. Breach of confidentiality. Note: Investigators should also contact the appropriate HIPAA Privacy Officer and the Office of the Chief Information Officer (security@osu.edu) to determine if additional reporting is necessary .
h. Unapproved change made to the research to eliminate an apparent immediate hazard to a participant.
i. Incarceration of a participant in a study not approved by the IRB to involve prisoners.
j. Complaint that cannot be resolved by the research team.
k. Premature suspension or termination of the protocol by the sponsor, investigator, or institution.
l. Unanticipated adverse device effect (any serious adverse effect on health or safety or any life-threatening problem or death caused by, or associated with, a device, if that effect, problem, or death was not previously identified in nature, severity, or degree of incidence in the investigational plan or application (including a supplementary plan or application), or any other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of subjects).
For the step-by-step process on how to create and submit a RNI, visit Huron IRB - Reportable New Information (RNI) in the Research Knowledge Base. 
Reportable New Information Policies 
The following HRPP policies discuss requirements specific to Reportable New Information / Event Reporting, Noncompliance and Study Suspension and offer guidance when submitting to the IRB:
[bookmark: _Toc225507703]Reportable New Information (RNI): Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems: Unanticipated problems can occur in any type of research (medical or non-medical) and may include occurrences such as adverse events, subject complaints, protocol deviations, and other untoward events involving risk. Events requiring reporting by investigators and research staff may involve physical, psychological, social, legal, or economic harms. 
[bookmark: _Toc225507704]Noncompliance: Investigators, research staff, the IRBs, Office of Responsible Research Practices (ORRP), and the organization share responsibility for the ethical conduct of human subjects research and for compliance with federal regulations, applicable state and local laws, and university policy. The Ohio State University encourages all faculty, staff, students, and volunteers, acting in good faith, to report suspected or actual wrongful conduct associated with human subjects research. 
[bookmark: _Toc225507705]Suspension and Termination of IRB-Approved Research: This policy describes the conditions under which the IRBs may suspend or terminate previously approved research and the procedures to be followed when suspending or terminating previously approved research. 
[bookmark: _Toc212142160][bookmark: _Toc225507706][bookmark: closingastudy]Close a Study
Complete the Continuing Review SmartForm in the Huron IRB system and attach all requested supplements including HRP-215 – FORM - Continuing Review Supplemental. Have the PI submit the SmartForm by clicking the “Submit” activity. Maintain electronic copies of all information submitted to the IRB in case revisions are required.
For the step-by-step process on how to create and submit a study closure, visit Huron IRB – Closing a study when Ohio State is the IRB of record in the Research Knowledge Base. 
[bookmark: _Toc212142161][bookmark: _Toc225507707]Record Keeping 
Primary research data should be retained for a minimum of five years after final project closeout. For more information, see the university Research Data Policy. Other research-related records should be retained for a period of at least three years after the research has been discontinued (i.e., no further data collection, long-term follow-up, re-contact, or analysis of identifiable/coded data). HIPAA research authorization forms must be retained for six years after study closure.
If your research is sponsored, contact the sponsor before disposing of research records.
[bookmark: _Toc212142166][bookmark: _Toc225507708]Collaborative and Multi-Site Research
[bookmark: _Toc225507709][bookmark: _Toc212142167]Single IRB Review 
Any cooperative non-exempt human subjects research subject to the Common Rule requires use of single IRB. This requirement applies to that portion of the research that is conducted in the United States. See Appendix A-9.
[bookmark: _Toc212142169][bookmark: _Toc225507710][bookmark: _Toc147308376][bookmark: _Toc180977168]Determining the IRB of Record  
For criteria used to determine whether Ohio State will serve as the sIRB, refer to HRP-833-WORKSHEET—Considerations for Serving as the sIRB. For criteria used to determine whether Ohio State will rely on an external IRB, refer to HRP-832-WORKSHEET- Considerations for Relying on an External IRB. An Authorization Agreement(s) must be in place before an Ohio State IRB can serve as the sIRB or rely on an external IRB. 
Collaborative research sponsored by the university or for which an Ohio State investigator serves as the principal/lead investigator is generally reviewed by an Ohio State IRB. A reliance agreement naming Ohio State as the IRB of record and describing each entity’s responsibilities for IRB review, research oversight, communication, and reporting will be executed.
[bookmark: _Toc147308377][bookmark: _Toc301228011][bookmark: _Toc212142170][bookmark: _Toc225507711]Submit a Request to Rely on an External IRB
For studies where Ohio State is a participating site (pSite), requests to rely on an external IRB should be submitted after the reviewing IRB (sIRB) has approved the study (e.g., lead site protocol), including consent templates and other document templates. Complete the “New Study” SmartForm in the Huron IRB system, indicate that an external IRB will serve as the IRB of record, and attach all requested supplements. Have the PI submit the SmartForm by clicking the “Submit” activity. Maintain electronic copies of all information submitted to the IRB in case revisions are required. Reference Huron IRB – Create and Submit a New Single-Site External Study in the Research Knowledge Base for the step by step process. 
[bookmark: _Toc1217827335][bookmark: _Toc212142172][bookmark: _Toc225507712][bookmark: _Hlk186543767]Considerations When Ceding Review to an External IRB
An external IRB may provide review and oversight of research initiated and/or conducted by Ohio State investigators provided that the reliance and allocation of responsibilities between Ohio State and the external IRB are appropriately documented and federally conducted and/or supported research complies with the Common Rule. Decisions to rely on another IRB for review of collaborative off-site research are made by the program manager for reliance agreements, in consultation with the appropriate Ohio State IRB chair or vice chair, the ORRP director, or an IRB operations associate director, as needed. The university’s IO and/or their designee will have the ultimate authority in determining whether Ohio State may cede review to an external IRB or entity.
The external IRB must be registered with OHRP and maintain a current FWA. A reliance agreement naming the IRB of record must be executed. Minimally, the agreement must describe the IRB and organizational responsibilities for research oversight, and communication and reporting requirements.
A. Ohio State is responsible for obtaining approval for any necessary ancillary reviews of research ceded to an external IRB: 
a. Clinical Scientific Review Committee
b. Human Subjects Radiation Committee 
c. Institutional Biosafety Committee
B. ORRP maintains documentation of institutional boilerplate consent (e.g., costs, compensation for injury, contact information requirements, etc.) and HIPAA research authorization language. This language is provided to reviewing IRBs for insertion into consent materials used with Ohio State participants, as applicable. Whenever possible, Ohio State’s institutional HIPAA research authorization language should be used to obtain authorization from Ohio State participants. However, Ohio State may use the reviewing IRB’s HIPAA authorization language if a member of the Ohio State privacy board reviews and approves the proposed language when reviewing the request to cede IRB review.
C. When research ceded to an external IRB is subject to the Privacy Rule, the external IRB will generally serve as privacy board for all HIPAA determinations. If Ohio State will serve in this capacity for ceded research, the reliance agreement between Ohio State and the reviewing IRB will reflect this designation.
D. Commercial IRBs are generally used to review industry-initiated and/or industry-sponsored clinical trials when the sponsor of the project is a for-profit entity/company, the project was designed and written by the sponsor, and the sponsor holds all INDs or IDEs for the project. Ohio State may cede research to a commercial or independent IRB when the sponsor or lead site of a collaborative research study designates such an IRB to provide study oversight. Commercial IRBs may also be used in the event of an institutional conflict of interest, in consultation with the Office of Research Compliance and the Conflict Approval Committee, when necessary. 
E. Any reliance agreement containing indemnification language must be referred to the Office of Legal Affairs for review and approval prior to finalizing the agreement. 
F. ORRP issues correspondence authorizing ceded review when the reliance agreement between Ohio State and the IRB of record is complete, and when all other institutional requirements are finalized. Ohio State study teams may forward this correspondence to the IRB of record, if necessary. Ohio State researchers may not begin any research activities until the reviewing IRB issues approval for Ohio State’s involvement in the study.
G. After review is ceded to the IRB of record, amendments must be submitted for changes to personnel, funding, Ohio State locations of research, research-related radiation procedures, and HIPAA determinations, as applicable. All other changes should be submitted to the IRB of record according to their local policies and procedures. Study teams are responsible for maintaining IRB approval documentation from the IRB of record for all aspects of the research. 
H. ORRP may conduct for-cause audits or routine post-approval monitoring assessments of research ceded to external IRBs as part of routine monitoring activities or as directed by the IRB or IRB Investigative Committee. Any consent and/or HIPAA authorization documents used at Ohio State will name ORRP as an entity that may access participants’ data. The results of any for-cause audit or findings that could represent noncompliance will be shared with the IRB of record.
[bookmark: _Toc225507713][bookmark: _Toc212142173][bookmark: _Toc502355845]Requesting Ohio State IRB to be an sIRB 
If you request to have an Ohio State IRB serve as the reviewing IRB (sIRB) for cooperative research, contact IRBAgreements@osu.edu prior to submitting grant or other funding applications to determine whether Ohio State will agree to serve as the sIRB for the study. Note: any changes in site numbers and/or locations requires additional review and approval.
Decisions that an Ohio State IRB will serve as the IRB of record for a collaborating institution engaged in Ohio State’s research are made by the program manager for reliance agreements in consultation with the appropriate Ohio State IRB chair or vice chair, the institutional official (IO) or his/her designee, the ORRP Director and/or an IRB Operations Associate Director, as needed.
On the New Study SmartForm in the electronic IRB system, indicate if the study is a multi-site or collaborative research study, then select “Yes” to the question “Will your IRB act as the single IRB of record for other participating sites?” Complete the rest of the New Study SmartForm and attach all available supplements. Participating sites are added by executing the “Add Participating Site” activity. Have the PI submit the SmartForm by clicking the “Submit” activity.
[bookmark: _Toc212142174][bookmark: _Toc225507714][bookmark: _Hlk186543907]Considerations when Ohio State Serves as the sIRB
A. Collaborators from international institutions must either provide their own IRB/ethics board approval for the study or be covered by an Ohio State individual investigator agreement (IIA). Collaborators from institutions or entities that do not have an active FWA may also be covered via IIAs.
B. In general, amendments in which collaborating sites and site-specific documents are added to existing IRB-approved research may be reviewed via expedited review. If a relying site is being added to a greater than minimal risk research study and the site requires approval for previously unapproved vulnerable populations (e.g., children or prisoners), the amendment should be reviewed by the convened IRB.
C. Relying sites are responsible for obtaining any local or institutional ancillary reviews (e.g., radiation safety, pharmacy, biosafety, etc.). Documentation of ancillary review approval(s) must be provided to the Ohio State IRB for review.
D. Ohio State’s approved consent (and, when applicable, HIPAA research authorization) template(s) should be adapted for use at relying locations/sites. Any local language requirements must be indicated in the relying site’s local context form and tracked into Ohio State’s template. Relying sites may provide their own HIPAA authorization language in Ohio State’s combined consent and HIPAA authorization form; in this case, a member of the Ohio State privacy board must review and approve the proposed language prior to IRB review.
E. Ohio State will serve as the privacy board for relying sites with regard to Privacy Rule determinations. If a relying site wishes to maintain privacy board oversight, this decision must be documented in the reliance agreement between Ohio State and the relying site. Documentation of the relying site’s review and approval of HIPAA waiver(s) or alteration must be submitted with the Ohio State IRB application materials. The site must also use a standalone form to obtain HIPAA research authorization from its participants.
F. The Ohio State study team is responsible for preparing IRB submissions on behalf of the relying site and external collaborators (e.g., annual/continuing reviews, amendments, event reports, etc.) and providing Ohio State IRB determinations and approved documents to all external sites and collaborators.
G. Ohio State IRB approval for the research location, external collaborators, and any corresponding site-specific documents is required before the relying institution may begin any research activities. Sites not relying on Ohio State as the IRB of record may begin research upon receipt of local IRB approval.
H. Any reliance agreement containing indemnification language must be referred to the Office of Legal Affairs for review and approval prior to finalizing the agreement.
[bookmark: _Toc2061676608][bookmark: _Toc212142175][bookmark: _Toc225507715][bookmark: _Hlk186544001]Local Context Considerations
When participants are recruited, provide consent, and/or enrolled at a relying site, an Ohio State IRB must be provided with sufficient knowledge of the local research context. Knowledge of the local research context is essential for the IRB reviewing and overseeing research conducted at an external location/site. A local context worksheet is required for sites relying on an Ohio State IRB when participants will be recruited and/or provide consent at the relying site(s). The ORRP program manager for reliance agreements or an IRB operations staff member will complete local context worksheets upon request for research in which an external IRB is providing oversight for Ohio State research.
A. For research reviewed by an Ohio State IRB that is conducted off-site, adequate knowledge of the local context may be obtained in various ways, including the following:
· Personal knowledge of one or more IRB members or an appropriate consultant, obtained through direct experience with the site, its populations, and the surrounding community
· Written materials submitted by the investigator or local site contact, such as a local context worksheet 
· Site visit or conversation with the local site contact or other individual identified by the investigator or site contact as being knowledgeable about the research site
B. For research conducted off-site when site personnel will recruit, obtain consent, and enroll participants, the following information is obtained via a local context worksheet and the Ohio State IRB application, depending on the degree of risk (i.e., minimal or greater than minimal) and nature of the research:
· Scope of the research activities to be performed at the external location/site
· Investigator and research staff contact information, experience, training, qualifications appropriate for the research setting, and disclosed conflicts of interest
· Contact information for the IO or designee and IRB/HRPP office, if applicable
· Populations likely to be involved
· Specific information about the process of recruitment and obtaining consent at the relying site
· Community in which the research will take place, including any customs or practices (e.g., cultural, political, or religious) unique to the location/population
· Language(s) understood by potential participants
· Facilities/equipment at the external site relevant to research performance and protection of participants
· Site policies and requirements relevant to the research 
· Institutionally required consent and/or HIPAA research authorization language, as applicable (e.g., local contacts for questions, compensation for injury language)
· Characteristics of the site that may affect selection and/or privacy of participants
· Appropriateness of proposed compensation (if any) at the external location
· Methods for maintaining confidentiality of data stored and transferred between sites
· Communication and oversight plans between Ohio State and the external site
· Applicable state or local laws and/or institutional policies
[bookmark: _Toc1295210736][bookmark: _Toc212142176][bookmark: _Toc225507716][bookmark: _Hlk186544058]Collaborating with an External or Unaffiliated Individual Investigator
When an external collaborator in Ohio State research is not affiliated with an FWA-holding institution, and/or does not have an IRB responsible for review of their research activities, an Ohio State IRB can extend the university’s FWA to cover the unaffiliated researcher and provide IRB review for the individual by executing an individual investigator agreement (IIA) for the collaborator. 
A. Individuals added to Ohio State study teams via an IIA are required to obtain an Ohio State guest account, maintain Ohio State’s CITI Human Subjects Protection training, Responsible Conduct of Research training, and complete an annual Ohio State conflict of interest disclosure. These requirements must be met before the agreement is finalized.
B. IIAs must be signed by the collaborating individual as well as the IO or his/her designee. If the collaborator is a minor (e.g., high school intern or research volunteer), a parent or legal guardian must also sign the agreement. 
C. ORRP reserves the right to contact a collaborator’s home institution (if any) to confirm that the home institution is not engaged in Ohio State’s research and/or that the collaborator is not acting as an employee or agent of their home institution prior to executing an IIA.
D. Amendments to add collaborating individuals via IIA may be reviewed via expedited review methods. 
E. Ohio State will not execute IIAs for individuals collaborating on studies determined exempt from IRB review or subject to limited IRB review. 
[bookmark: _Toc212142177][bookmark: _Toc225507717][bookmark: _Toc1461777736]PI Obligations when relying on an external IRB 
1. Obtain appropriate approvals from this institution prior to seeking review by another IRB.
2. Comply with determinations and requirements of the reviewing IRB.
3. Prepare consent and other study documents that are consistent with those approved by the sIRB (e.g., use the approved consent template to create site-specific documents).
4. Provide the reviewing IRB with requested information about local requirements or local research context issues relevant to the IRB’s determination prior to IRB review.
5. Notify the reviewing IRB when local policies that impact IRB review are updated.
6. Cooperate in the reviewing IRB’s responsibility for initial and continuing review, record keeping and reporting, and providing all information requested by the reviewing IRB in a timely manner.
7. Disclose conflicts of interest as required by the reviewing IRB and complying with management plans that may result.
8. Promptly report to the reviewing IRB any proposed changes to the research and do not implement those changes to the research without prior IRB review and approval, except where necessary to eliminate apparent immediate hazards to the participants.
9. When enrolling participants, obtain, document, and maintain records of consent for each participant or each participant's legally authorized representative.
10. Promptly report to the reviewing IRB any unanticipated problems involving risks to subjects or others according to the requirements specified in the reliance agreement. 
11. Provide the reviewing IRB with data safety monitoring reports in accordance with the reviewing IRB’s reporting policy.
12. Report non-compliance, participant complaints, protocol deviations, or other events according to the requirements specified in the reliance agreement. 
13. Specify the contact person and provide contact information for researchers and research staff to obtain answers to questions, express concerns, and convey suggestions regarding the use of the reviewing IRB.
14. Fulfill any communication responsibilities as outlined in HRP-830 - WORKSHEET -Communication and Responsibilities.
15. Determine which institutional requirements apply to your study and ensure all are met. 
[bookmark: _Toc212142178][bookmark: _Toc225507718]Obligations as the Overall Study PI for a sIRB study
1. Coordinate with ORRP staff to determine whether an Ohio State IRB can act as the single IRB for all or some institutions participating in the study or if an external IRB will assume oversight. 
2. Identify whether any IRB fees will be charged and address any budget considerations.
3. Identify all sites that will be engaged in the research and will require oversight by the IRB. 
4. Ensure that all sites receive a request to rely on the reviewing IRB and that all institutional requirements are satisfied before a study is activated at a relying site. 
5. Collaborate with the reviewing IRB to document roles and responsibilities for communicating and coordinating key information from study teams and the IRB or IRB staff at relying sites.
6. Respond to questions or information requests from study teams or the IRB or IRB staff at relying sites. 
7. Provide relying site investigators with the policies of the reviewing IRB. 
8. Provide relying site investigators with the IRB-approved versions of all study documents, including an approved consent template.
9. Help prepare and submit IRB applications on behalf of all sites, including initial review, modifications, personnel updates, reportable new information, and continuing review information. 
10. Establish a process for obtaining and collating information from all sites and submitting this information to the reviewing IRB. This includes site-specific variations in study conduct, such as the local consent process and language, participant identification and recruitment processes, and local variations in study conduct.
11. Provide pSites with HRP-103p – pSite Manual.
12. Fulfill any communication responsibilities as outlined in HRP-830 - WORKSHEET – Communication and Responsibilities or an alternate form (e.g., SMART IRB Agreement Implementation Checklist and Documentation Tool).
13. Use HRP-811- FORM - Basic Site Information, HRP-812 - FORM - Site Continuing Review, HRP-813 - FORM - Site Modification, and 814 - FORM - Site Reportable New Information to collect information from participating sites.
14. Ensure that consent forms used by pSites follow the consent template approved by the reviewing IRB and include required language as specified by the pSites.
15. Provide site investigators with all determinations and communications from the reviewing IRB. 
16. Submit reportable new information from pSites to the reviewing IRB in accordance with the terms outlined in the authorization agreement or communication plan. 
17. Report the absence of continuing review information from pSites if they do not provide the required information prior to submission of the continuing review materials to the reviewing IRB. Notify the pSite of their lapse in approval and applicable corrective actions. 
18. Provide study records to the relying institution, reviewing IRB, or regulatory agencies upon request.
[bookmark: _Toc212142179][bookmark: _Toc225507719]Additional Knowledge Base Resources for Collaborative Research 
· Create Site Modifications for Single-Site or Multi-Site External Study 
· Report CR Data for a Single-Site External Study
· Update Study Details for a Single-Site or Multi-Site External Study 

[bookmark: _How_does_the][bookmark: _How_do_I_1][bookmark: _How_do_I_2][bookmark: _Toc212142183][bookmark: _Toc225507723][bookmark: _Toc716007154]Additional Information 
Questions can be directed to the applicable ORRP inbox:
· IRB General Information: IRBinfo@osu.edu 
· Behavioral and Social Sciences IRB:  BehavioralIRBInfo@osu.edu 
· Biomedical Sciences IRB: BiomedicalIRBInfo@osu.edu 
· Cancer IRB: CancerIRBInfo@osu.edu
· Exempt Research: exemptinfo@osu.edu 
· Reliance and Individual Investigator Agreements: IRBAgreements@osu.edu 
· Human Subjects Research Determinations: ORRPDeterminations@osu.edu 
· IRB Emergency Use: OR-IRBEmergencyUse@osu.edu
If you have any questions or concerns about the Human Research Protection Program, contact ORRP at:
Ellen Patricia, MS, CIP
Director, Office of Responsible Research Practices
1050 Carmack Rd
Columbus, OH 43210
Email: patricia.1@osu.edu
614-688-5556
If you have questions, concerns, complaints, allegations of undue influence, allegations or findings of non-compliance, or input regarding the Human Research Protection Program that cannot be addressed by contacting ORRP, anonymous reports may be filed using the Anonymous Reporting Line Telephone (1-866-294-9350) or Internet Service Anonymous Reporting Line (managed by EthicsPoint).


[bookmark: Appendix_A_1][bookmark: _Toc441318812][bookmark: _Toc212142184][bookmark: _Toc225507724]Additional Requirements for DHHS-Regulated Research[endnoteRef:2] [2: This document satisfies AAHRPP element I.1.A, I.1.C-I.1.E, I-3, I.4.C, I.5.C, I.5.D, I.6.B, I.7.A-I.7.C, I-9, II.2.A, II.2.C, II.2.G, II.2.E-II.2.E.2, II.2.F-II.2.F.3, II.2.I, II.3.C-II.3.C.1, II.3.E, II.3.F, II.3.G, II.4.A, II.4.B, II.5.A, II.5.B, III.1.A, III.1.B, III.1.D, III.1.E, III.1.F, III.2.A, III.2.C, III.2.D
 http://www.hhs.gov/ohrp/policy/subjectwithdrawal.html] 

1. When a subject decides to withdraw from a clinical trial, the investigator conducting the clinical trial should ask the subject to clarify whether the subject wishes to withdraw from all components of the trial or only from the primary interventional component. If the latter, research activities involving other components of the clinical trial, such as follow-up data collection activities, for which the subject previously gave consent may continue. The investigator should explain to the subject who wishes to withdraw the importance of obtaining follow-up safety data about the subject.
2. Investigators are allowed to retain and analyze already collected data relating to any subject who chooses to withdraw from a research study or whose participation is terminated by an investigator without regard to the subject’s consent, provided such analysis falls within the scope of the analysis described in the IRB-approved protocol. This is the case even if that data includes identifiable private information about the subject.
3. For research not subject to regulation and review by FDA, investigators, in consultation with the funding agency, can choose to honor a research subject’s request that the investigator destroy the subject’s data or that the investigator exclude the subject’s data from any analysis.
4. When seeking the informed consent of subjects, investigators should explain whether already collected data about the subjects will be retained and analyzed even if the subjects choose to withdraw from the research.
5. When research is covered by a Certificate of Confidentiality (CoC), researchers:
a. May not disclose or provide, in any Federal, State, or local civil, criminal, administrative, legislative, or other proceeding, the name of such individual or any such information, document, or biospecimen that contains identifiable, sensitive information about the individual and that was created or compiled for purposes of the research, unless such disclosure or use is made with the consent of the individual to whom the information, document, or biospecimen pertains, or
b. May not disclose or provide to any other person not connected with the research the name of such an individual or any information, document, or biospecimen that contains identifiable, sensitive information about such an individual and that was created or compiled for purposes of the research. 
c. May disclose information only when: 
i. Required by Federal, State, or local laws (e.g., as required by the Federal Food, Drug, and Cosmetic Act, or state laws requiring the reporting of communicable diseases to state and local health departments), excluding instances of disclosure in any federal, state, or local civil, criminal, administrative, legislative, or other proceeding,
ii. Necessary for the medical treatment of the individual to whom the information, document, or biospecimen pertains and made with the consent of such individual, 
iii. Made with the consent of the individual to whom the information, document, or biospecimen pertains’ or
iv. Made for the purposes of other scientific research that is in compliance with applicable federal regulations governing the protection of human participants in research.
d. Researchers must inform participants of the protections and limitations of Certificates of Confidentiality consent language.
i. For studies that were previously issued a Certificate and notified participants of the protections provided by that Certificate, NIH does not expect participants to be notified that the protections afforded by the Certificate have changed, although IRBs may determine whether it is appropriate to inform participants.
ii. If part of the study cohort was recruited prior to issuance of the Certificate, but are no longer actively participating in the study, NIH does not expect participants consented prior to the change in authority, or prior to the issuance of a Certificate, to be notified that the protections afforded by the Certificate have changed, or that participants who were previously consented to be re-contacted to be informed of the Certificate, although the IRB may determine whether it is appropriate to inform participants.
e. Researchers conducting research covered by a CoC, even if the research is not federally funded, must ensure that if identifiable, sensitive information is provided to other researchers or organizations, the other researcher or organization must comply with applicable requirements when research is covered by a CoC.
[bookmark: _Toc1914831363][bookmark: _Toc212142185][bookmark: _Toc225507725]Additional Requirements for FDA-Regulated Research
1. Sponsor: A person who takes responsibility for and initiates a clinical investigation. The sponsor may be an individual or pharmaceutical company, governmental agency, academic institution, private organization, or other organization. The sponsor does not actually conduct the investigation unless the sponsor is a sponsor-investigator. A person, other than an individual, that uses one or more of its own employees to conduct an investigation that it has initiated is a sponsor, not a sponsor-investigator, and the employees are investigators.
2. When a subject withdraws from a study:[endnoteRef:3] [3:  http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126489.pdf] 

a. The data collected on the subject to the point of withdrawal remains part of the study database and may not be removed.
b. An investigator may ask a subject who is withdrawing whether the subject wishes to provide continued follow-up and further data collection subsequent to their withdrawal from the interventional portion of the study. Under this circumstance, the discussion with the subject would distinguish between study-related interventions and continued follow-up of associated clinical outcome information, such as medical course or laboratory results obtained through non-invasive chart review, and address the maintenance of privacy and confidentiality of the subject’s information.
c. If a subject withdraws from the interventional portion of the study but agrees to continued follow-up of associated clinical outcome information as described in the previous bullet, the investigator must obtain the subject’s informed consent for this limited participation in the study (assuming such a situation was not described in the original informed consent form). IRB approval of informed consent documents is required.
d. If a subject withdraws from the interventional portion of a study and does not consent to continued follow-up of associated clinical outcome information, the investigator must not access for purposes related to the study the subject’s medical record or other confidential records requiring the subject’s consent.
e. An investigator may review study data related to the subject collected prior to the subject’s withdrawal from the study, and may consult public records, such as those establishing survival status.
3. For FDA-regulated research involving investigational drugs:
a. Drug: A substance that is: 
I. Recognized in the United States Pharmacopoeia, Homeopathic Pharmacopoeia of the United States, or National Formulary (or any supplement to any of these), 
II. Intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease, 
III. Intended to affect the structure or any function of the body and is not a food product, or 
IV. Intended for use as a component of any substance described above.
b. Experiment: Any use of a drug except for the use of a marketed drug in the course of medical practice or any evaluation of the safety and efficacy of a medical device.
c. Test Article: Any drug (including a biological product) or medical device for human use, human food (including dietary supplements), food or color additive, infant formula, electronic product, or any other article subject to regulation by FDA.
d. Investigators must abide by FDA restrictions on promotion of investigational drugs:[endnoteRef:4] [4:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.7] 

i. An investigator, or any person acting on behalf of an investigator, must not represent in a promotional context that an investigational new drug is safe or effective for the purposes for which it is under investigation or otherwise promote the drug.
ii. This provision is not intended to restrict the full exchange of scientific information concerning the drug, including dissemination of scientific findings in scientific or lay media. Rather, its intent is to restrict promotional claims of safety or effectiveness of the drug for a use for which it is under investigation and to preclude commercialization of the drug before it is approved for commercial distribution.
iii. An investigator must not commercially distribute or test market an investigational new drug.
e. Follow FDA requirements for general responsibilities of investigators[endnoteRef:5] [5:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.60] 

i. An investigator is responsible for ensuring that an investigation is conducted according to the signed investigator statement, the investigational plan, and applicable regulations; for protecting the rights, safety, and welfare of subjects under the investigator's care; and for the control of drugs under investigation.
ii. An investigator must, in accordance with the provisions of 21 CFR §50, obtain the informed consent of each human subject to whom the drug is administered, except as provided in 21 CFR §50.23 or §50.24 of this chapter.
iii. Additional specific responsibilities of clinical investigators are set forth in this part and in 21 CFR §50 and 21 CFR §56.
f. Follow FDA requirements for control of the investigational drug[endnoteRef:6] [6:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.61] 

i. An investigator must administer the drug only to subjects under the investigator's personal supervision or under the supervision of a sub-investigator responsible to the investigator.
ii. The investigator must not supply the investigational drug to any person not authorized under this part to receive it.
g. Follow FDA requirements for investigator recordkeeping and record retention[endnoteRef:7] [7:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.62] 

i. Disposition of drug:
1. An investigator is required to maintain adequate records of the disposition of the drug, including dates, quantity, and use by subjects.
2. If the investigation is terminated, suspended, discontinued, or completed, the investigator must return the unused supplies of the drug to the sponsor, or otherwise provide for disposition of the unused supplies of the drug under 21 CFR §312.59.
ii. Case histories.
1. An investigator is required to prepare and maintain adequate and accurate case histories that record all observations and other data pertinent to the investigation on each individual administered the investigational drug or employed as a control in the investigation.
2. Case histories include the case report forms and supporting data including, for example, signed and dated consent forms and medical records including, for example, progress notes of the physician, the individual's hospital charts, and the nurses' notes. The case history for each individual must document that informed consent was obtained prior to participation in the study.
iii. Record retention: An investigator must retain required records for a period of 2 years following the date a marketing application is approved for the drug for the indication for which it is being investigated; or, if no application is to be filed or if the application is not approved for such indication, until 2 years after the investigation is discontinued and FDA is notified.
h. Follow FDA requirements for investigator reports[endnoteRef:8] [8:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.64] 

i. Progress reports: The investigator must furnish all reports to the sponsor of the drug who is responsible for collecting and evaluating the results obtained.
ii. Safety reports: An investigator must promptly report to the sponsor any adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug. If the adverse effect is alarming, the investigator must report the adverse effect immediately.
iii. Final report: An investigator must provide the sponsor with an adequate report shortly after completion of the investigator's participation in the investigation.
iv. Financial disclosure reports:
1. The clinical investigator must provide the sponsor with sufficient accurate financial information to allow an applicant to submit complete and accurate certification or disclosure statements as required under 21 CFR §54.
2. The clinical investigator must promptly update this information if any relevant changes occur during the course of the investigation and for 1 year following the completion of the study.
i. Follow FDA requirements for assurance of IRB review[endnoteRef:9] [9:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.66] 

i. An investigator must assure that an IRB that complies with the requirements set forth in 21 CFR §56 will be responsible for the initial and continuing review and approval of the proposed clinical study.
ii. The investigator must also assure that he or she will promptly report to the IRB all changes in the research activity and all unanticipated problems involving risk to human subjects or others, and that he or she will not make any changes in the research without IRB approval, except where necessary to eliminate apparent immediate hazards to human subjects.
j. Follow FDA requirements for inspection of investigator's records and reports[endnoteRef:10] [10:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.68] 

i. An investigator must upon request from any properly authorized officer or employee of FDA, at reasonable times, permit such officer or employee to have access to, and copy and verify any records or reports made by the investigator pursuant to 312.62.
ii. The investigator is not required to divulge subject names unless the records of particular individuals require a more detailed study of the cases, or unless there is reason to believe that the records do not represent actual case studies, or do not represent actual results obtained.
k. Follow FDA requirements for handling of controlled substances[endnoteRef:11] [11:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=312.69] 

i. If the investigational drug is subject to the Controlled Substances Act, the investigator must take adequate precautions, including storage of the investigational drug in a securely locked, substantially constructed cabinet, or other securely locked, substantially constructed enclosure, access to which is limited, to prevent theft or diversion of the substance into illegal channels of distribution.
4. For FDA-regulated research involving investigational devices:
a. General responsibilities of investigators.[endnoteRef:12] [12:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=812.100] 

i. An investigator is responsible for ensuring that an investigation is conducted according to the signed agreement, the investigational plan and applicable FDA regulations, for protecting the rights, safety, and welfare of subjects under the investigator's care, and for the control of devices under investigation. An investigator also is responsible for ensuring that informed consent is obtained in accordance with 21 CFR §50.
b. Definitions
i. Device: Also: medical device. An instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent or other similar or related article, including any component, part, or accessory that is: 
1. Recognized in the National Formulary, United States Pharmacopoeia (or any supplement to these); 
2. Intended for use in the diagnosis of disease or other conditions or in the cure, mitigation, treatment, or prevention of disease; or 
3. Intended to affect the structure or any function of the body, and does not achieve its primary intended purposes through chemical action within or on the body and is not dependent upon being metabolized to achieve its primary intended purposes.
ii. Custom Device: A device that necessarily deviates from devices generally available or from an applicable performance standard or pre-market approval requirement to comply with the order of an individual physician or dentist and that is: 
1. Not generally available or generally used by other physicians or dentists;
2. Not generally available in finished form for purchase or for dispensing upon prescription;
3. Not offered for commercial distribution through labeling or advertising; and 
4. Intended for use by an individual patient named in the order of a physician or dentist and is to be made in a specific form for that patient or is intended to meet the special needs of the physician or dentist in the course of professional practice.
iii. Humanitarian Device Exemption (HDE): An application that permits the marketing of a humanitarian use device.
iv. Humanitarian Use Device (HUD): A device that is intended to benefit patients in the treatment and diagnosis of diseases or conditions that affect (or are manifested in) fewer than 8,000 individuals in the US per year.
v. Unapproved Medical Device: A device used for a purpose or condition for which the device would require but does not have premarket approval, premarket notification (510(k)), or an approved investigational device exemption (IDE) from FDA.
c. Specific responsibilities of investigators[endnoteRef:13] [13:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=812.110] 

i. Awaiting approval: An investigator may determine whether potential subjects would be interested in participating in an investigation but must not request the written informed consent of any subject to participate and must not allow any subject to participate before obtaining IRB and FDA approval.
ii. Compliance: An investigator must conduct an investigation in accordance with the signed agreement with the sponsor, the investigational plan, and other applicable FDA regulations, and any conditions of approval imposed by an IRB or FDA.
iii. Supervising device use: An investigator must permit an investigational device to be used only with subjects under the investigator's supervision. An investigator must not supply an investigational device to any person not authorized to receive it.
iv. Financial disclosure:
1. A clinical investigator must disclose to the sponsor sufficient accurate financial information to allow the applicant to submit complete and accurate certification or disclosure statements required under 21 CFR §54.
2. The investigator must promptly update this information if any relevant changes occur during the course of the investigation and for 1 year following completion of the study.
v. Disposing of device: Upon completion or termination of a clinical investigation or the investigator's part of an investigation, or at the sponsor's request, an investigator must return to the sponsor any remaining supply of the device or otherwise dispose of the device as the sponsor directs.
d. Maintain the following accurate, complete, and current records relating to the investigator's participation in an investigation:[endnoteRef:14] [14:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=812.140] 

i. All correspondence with another investigator, an IRB, the sponsor, a monitor, or FDA, including required reports.
ii. Records of receipt, use or disposition of a device that relate to:
1. The type and quantity of the device, the dates of its receipt, and the batch number or code mark.
2. The names of all persons who received, used, or disposed of each device.
3. Why and how many units of the device have been returned to the sponsor, repaired, or otherwise disposed of.
iii. Records of each subject's case history and exposure to the device. Case histories include the case report forms and supporting data including, for example, signed and dated consent forms and medical records including, for example, progress notes of the physician, the individual's hospital charts, and the nurses' notes. Such records must include:
1. Documents evidencing informed consent and, for any use of a device by the investigator without informed consent, any written concurrence of a licensed physician and a brief description of the circumstances justifying the failure to obtain informed consent.
2. Documentation that informed consent was obtained prior to participation in the study.
3. All relevant observations, including records concerning adverse device effects (whether anticipated or unanticipated), information and data on the condition of each subject upon entering, and during the course of, the investigation, including information about relevant previous medical history and the results of all diagnostic tests.
4. A record of the exposure of each subject to the investigational device, including the date and time of each use, and any other therapy.
iv. The protocol, with documents showing the dates of and reasons for each deviation from the protocol.
v. Any other records that FDA requires to be maintained by regulation or by specific requirement for a category of investigations or a particular investigation.
e. Inspections[endnoteRef:15] [15:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=812.145] 

i. Entry and inspection: A sponsor or an investigator who has authority to grant access must permit authorized FDA employees, at reasonable times and in a reasonable manner, to enter and inspect any establishment where devices are held (including any establishment where devices are manufactured, processed, packed, installed, used, or implanted or where records of results from use of devices are kept).
ii. Records inspection: A sponsor, IRB, or investigator, or any other person acting on behalf of such a person with respect to an investigation, must permit authorized FDA employees, at reasonable times and in a reasonable manner, to inspect and copy all records relating to an investigation.
iii. Records identifying subjects: An investigator must permit authorized FDA employees to inspect and copy records that identify subjects, upon notice that FDA has reason to suspect that adequate informed consent was not obtained, or that reports required to be submitted by the investigator to the sponsor or IRB have not been submitted or are incomplete, inaccurate, false, or misleading.
f. Prepare and submit the following complete, accurate, and timely reports[endnoteRef:16] [16:  http://www.accessdata.fda.gov/SCRIPTs/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=812.150] 

i. Unanticipated adverse device effects. An investigator must submit to the sponsor and to the reviewing IRB a report of any unanticipated adverse device effect occurring during an investigation as soon as possible, but in no event later than 10 working days after the investigator first learns of the effect.
ii. Withdrawal of IRB approval. An investigator must report to the sponsor, within 5 working days, a withdrawal of approval by the reviewing IRB of the investigator's part of an investigation.
iii. Progress. An investigator must submit progress reports on the investigation to the sponsor, the monitor, and the reviewing IRB at regular intervals, but in no event less often than yearly.
iv. Deviations from the investigational plan:
1. An investigator must notify the sponsor and the reviewing IRB of any deviation from the investigational plan to protect the life or physical well-being of a subject in an emergency.
2. Such notice must be given as soon as possible, but in no event later than 5 working days after the emergency occurred.
3. Except in such an emergency, prior approval by the sponsor is required for changes in or deviations from a plan, and if these changes or deviations may affect the scientific soundness of the plan or the rights, safety, or welfare of human subjects, FDA and IRB also is required.
v. Informed consent. If an investigator uses a device without obtaining informed consent, the investigator must report such use to the sponsor and the reviewing IRB within 5 working days after the use occurs.
vi. Final report. An investigator must, within 3 months after termination or completion of the investigation or the investigator's part of the investigation, submit a final report to the sponsor and the reviewing IRB.
vii. Other. An investigator must, upon request by a reviewing IRB or FDA, provide accurate, complete, and current information about any aspect of the investigation.

[bookmark: _Toc122038777][bookmark: _Toc212142186][bookmark: _Toc225507726]Additional Requirements for Clinical Trials (ICH-GCP)
International Conference on Harmonisation of Technical Requirements for the Registration of Pharmaceuticals for Human Use (ICH): Also: International Conference on Harmonisation: Voluntary, international initiative to increase coordination of the requirements for developing and marketing new drugs. The ICH includes representatives from the pharmaceutical industry and regulatory authorities from the United States, Japan, Canada, Switzerland, and the European Union.
Good Clinical Practice (GCP): A standard established by the ICH for the design, conduct, performance, monitoring, auditing, recording, analyses, and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and that the rights, integrity, and confidentiality of trial subjects are protected. Note: In the United States, the FDA has adopted GCP as recommendations/guidance.
Clinical Trial/Study: Any investigation in human subjects intended to: discover or verify clinical, pharmacological, and/or other pharmacodynamic effects of an investigational product; identify any adverse reactions to an investigational product; and/or study absorption, distribution, metabolism, and excretion of an investigational product to determine its safety and/or efficacy. 
1. Investigator's Qualifications and Agreements
a. The clinical trial should be conducted in accordance with the ethical principles that have their origin in the Declaration of Helsinki and that are consistent with good clinical practice and the applicable regulatory requirements.
b. The investigator should be qualified by education, training, and experience to assume responsibility for the proper conduct of the trial, should meet all the qualifications specified by the applicable regulatory requirements, and should provide evidence of such qualifications through up-to-date curriculum vitae and/or other relevant documentation requested by the sponsor, the IRB, and/or the regulatory authorities.
c. The investigator should be thoroughly familiar with the appropriate use of the investigational product, as described in the protocol, in the current Investigator's Brochure, in the product information and in other information sources provided by the sponsor.
d. The investigator should be aware of, and should comply with, GCP and the applicable regulatory requirements.
e. The investigator/institution should permit monitoring and auditing by the sponsor, and inspection by the appropriate regulatory authorities.
f. The investigator should maintain a list of appropriately qualified persons to whom the investigator has delegated significant trial-related duties.
2. Adequate Resources
a. The investigator should be able to demonstrate (e.g., based on retrospective data) a potential for recruiting the required number of suitable subjects within the agreed recruitment period.
b. The investigator should have sufficient time to properly conduct and complete the trial within the agreed trial period.
c. The investigator should have available an adequate number of qualified staff and adequate facilities for the foreseen duration of the trial to conduct the trial properly and safely.
d. The investigator should ensure that all persons assisting with the trial are adequately informed about the protocol, the investigational product, and their trial-related duties and functions.
3. Medical Care of Trial Subjects
a. A qualified physician (or dentist, when appropriate), who is an investigator or a sub-investigator for the trial, should be responsible for all trial-related medical (or dental) decisions.
b. During and following a subject's participation in a trial, the investigator/institution should ensure that adequate medical care is provided to a subject for any adverse events, including clinically significant laboratory values, related to the trial. The investigator/institution should inform a subject when medical care is needed for intercurrent illnesses of which the investigator becomes aware.
c. It is recommended that the investigator inform the subject's primary physician about the subject's participation in the trial if the subject has a primary physician and if the subject agrees to the primary physician being informed.
d. Although a subject is not obliged to give his/her reasons for withdrawing prematurely from a trial, the investigator should make a reasonable effort to ascertain the reasons, while fully respecting the subject's rights.
4. Communication with IRB
a. Before initiating a trial, the investigator/institution should have written and dated approval opinion from the IRB for the trial protocol, written informed consent form, consent form updates, subject recruitment procedures (e.g., advertisements), and any other written information to be provided to subjects.
b. As part of the investigator's/institution’s written application to the IRB, the investigator/institution should provide the IRB with a current copy of the Investigator's Brochure. If the Investigator's Brochure is updated during the trial, the investigator/institution should maintain a copy of the updated Investigator’s Brochure.  If the revised brochure adversely affects the risk/benefit ratio of the study, or affects the rights, safety, or welfare of participants or others, or affects the integrity of the study, investigator/institution should supply a copy of the updated brochure to the IRB. 
c. During the trial the investigator/institution should provide to the IRB all documents subject to review.
5. Compliance with Protocol
a. The investigator/institution should conduct the trial in compliance with the protocol agreed to by the sponsor and, if required, by the regulatory authorities and which was given approval opinion by the IRB. The investigator/institution and the sponsor should sign the protocol, or an alternative contract, to confirm agreement.
b. The investigator should not implement any deviation from, or changes of the protocol without agreement by the sponsor and prior review and documented approval opinion from the IRB of an amendment, except where necessary to eliminate an immediate hazards to trial subjects, or when the changes involves only logistical or administrative aspects of the trial (e.g., change in monitors, change of telephone numbers).
c. The investigator, or person designated by the investigator, should document and explain any deviation from the approved protocol.
d. The investigator may implement a deviation from, or a change of, the protocol to eliminate an immediate hazard to trial subjects without prior IRB approval opinion. As soon as possible, the implemented deviation or change, the reasons for it, and, if appropriate, the proposed protocol amendments should be submitted: a) to the IRB for review and approval opinion, b) to the sponsor for agreement and, if required, c) to the regulatory authorities.
6. Investigational Product
a. Responsibility for investigational product accountability at the trial site rests with the investigator/institution.
b. Where allowed/required, the investigator/institution may/should assign some or all the investigator's/institution’s duties for investigational product accountability at the trial site to an appropriate pharmacist or another appropriate individual who is under the supervision of the investigator/institution.
c. The investigator/institution and/or a pharmacist or other appropriate individual, who is designated by the investigator/institution, should maintain records of the product's delivery to the trial site, the inventory at the site, the use by each subject, and the return to the sponsor or alternative disposition of unused product. These records should include dates, quantities, batch/serial numbers, expiration dates (if applicable), and the unique code numbers assigned to the investigational product and trial subjects. Investigators should maintain records that document adequately that the subjects were provided the doses specified by the protocol and reconcile all investigational product received from the sponsor.
d. The investigational product should be stored as specified by the sponsor and in accordance with applicable regulatory requirements.
e. The investigator should ensure that the investigational product is used only in accordance with the approved protocol.
f. The investigator, or a person designated by the investigator/institution, should explain the correct use of the investigational product to each subject and should check, at intervals appropriate for the trial, that each subject is following the instructions properly.
g. Randomization Procedures and Unblinding: The investigator should follow the trial's randomization procedures, if any, and should ensure that the code is broken only in accordance with the protocol. If the trial is blinded, the investigator should promptly document and explain to the sponsor any premature unblinding (e.g., accidental unblinding, unblinding due to a serious adverse event) of the investigational product.
7. Informed Consent of Trial Subjects
a. In obtaining and documenting informed consent, the investigator should comply with the applicable regulatory requirements and should adhere to GCP and to the ethical principles that have their origin in the Declaration of Helsinki. Prior to the beginning of the trial, the investigator should have the IRB's written approval opinion of the written informed consent form and any other written information to be provided to subjects.
b. The written informed consent form and any other written information to be provided to subjects should be revised whenever important new information becomes available that may be relevant to the subject’s consent. Any revised written informed consent form, and written information should receive the IRB's approval opinion in advance of use. The subject or the subject’s legally acceptable representative should be informed in a timely manner if new information becomes available that may be relevant to the subject’s willingness to continue participation in the trial. The communication of this information should be documented.
c. Neither the investigator, nor the trial staff, should coerce or unduly influence a subject to participate or to continue to participate in a trial.
d. None of the oral and written information concerning the trial, including the written informed consent form, should contain any language that causes the subject or the subject's legally acceptable representative to waive or to appear to waive any legal rights, or that releases or appears to release the investigator, the institution, the sponsor, or their agents from liability for negligence.
e. The investigator, or a person designated by the investigator, should fully inform the subject or, if the subject is unable to provide informed consent, the subject's legally acceptable representative, of all pertinent aspects of the trial including the written information and the approval opinion by the IRB.
f. The language used in the oral and written information about the trial, including the written informed consent form, should be as non-technical as practical and should be understandable to the subject or the subject's legally acceptable representative and the impartial witness, where applicable.
g. Before informed consent may be obtained, the investigator, or a person designated by the investigator, should provide the subject or the subject's legally acceptable representative ample time and opportunity to inquire about details of the trial and to decide whether to participate in the trial. All questions about the trial should be answered to the satisfaction of the subject or the subject's legally acceptable representative.
h. Prior to a subject’s participation in the trial, the written informed consent form should be signed and personally dated by the subject or by the subject's legally acceptable representative, and by the person who conducted the informed consent discussion.
i. If a subject is unable to read or if a legally acceptable representative is unable to read, an impartial witness should be present during the entire informed consent discussion. After the written informed consent form and any other written information to be provided to subjects, is read and explained to the subject or the subject’s legally acceptable representative, and after the subject or the subject’s legally acceptable representative has orally consented to the subject’s participation in the trial and, if capable of doing so, has signed and personally dated the informed consent form, the witness should sign and personally date the consent form. By signing the consent form, the witness attests that the information in the consent form and any other written information was accurately explained to, and apparently understood by, the subject or the subject's legally acceptable representative, and that informed consent was freely given by the subject or the subject’s legally acceptable representative.
j. Both the informed consent discussion and the written informed consent form and any other written information to be provided to subjects should include explanations of the following:
i. That the trial involves research.
ii. The purpose of the trial.
iii. The trial treatments and the probability for random assignment to each treatment.
iv. The trial procedures to be followed, including all invasive procedures.
v. The subject's responsibilities.
vi. Those aspects of the trial that are experimental.
vii. The reasonably foreseeable risks or inconveniences to the subject and, when applicable, to an embryo, fetus, or nursing infant.
viii. The reasonably expected benefits. When there is no intended clinical benefit to the subject, the subject should be made aware of this.
ix. The alternative procedures or courses of treatment that may be available to the subject, and their important potential benefits and risks.
x. The compensation and/or treatment available to the subject in the event of trial related injury.
xi. The anticipated prorated payment, if any, to the subject for participating in the trial.
xii. The anticipated expenses, if any, to the subject for participating in the trial.
xiii. That the subject's participation in the trial is voluntary and that the subject may refuse to participate or withdraw from the trial, at any time, without penalty or loss of benefits to which the subject is otherwise entitled.
xiv. That the monitors, the auditors, the IRB, and the regulatory authorities will be granted direct access to the subject's original medical records for verification of clinical trial procedures and/or data, without violating the confidentiality of the subject, to the extent permitted by the applicable laws and regulations and that, by signing a written informed consent form, the subject or the subject's legally acceptable representative is authorizing such access.
xv. That records identifying the subject will be kept confidential and, to the extent permitted by the applicable laws and/or regulations, will not be made publicly available. If the results of the trial are published, the subject’s identity will remain confidential.
xvi. That the subject or the subject's legally acceptable representative will be informed in a timely manner if information becomes available that may be relevant to the subject's willingness to continue participation in the trial.
xvii. The persons to contact for further information regarding the trial and the rights of trial subjects, and whom to contact in the event of trial-related injury.
xviii. The foreseeable circumstances and/or reasons under which the subject's participation in the trial may be terminated.
xix. The expected duration of the subject's participation in the trial.
xx. The approximate number of subjects involved in the trial.
k. Prior to participation in the trial, the subject or the subject's legally acceptable representative should receive a copy of the signed and dated written informed consent form and any other written information provided to the subjects. During a subject’s participation in the trial, the subject or the subject’s legally acceptable representative should receive a copy of the signed and dated consent form updates and a copy of any amendments to the written information provided to subjects.
l. When a clinical trial (therapeutic or non-therapeutic) includes subjects who can only be enrolled in the trial with the consent of the subject’s legally acceptable representative (e.g., minors, patients with severe dementia, or impaired decision-making capacity), the subject should be informed about the trial to the extent compatible with the subject’s understanding and, if capable, the subject should sign and personally date the written informed consent.
m. Except as described above, a non-therapeutic trial (i.e. a trial in which there is no anticipated direct clinical benefit to the subject), should be conducted in subjects who personally give consent and who sign and date the written informed consent form.
n. Non-therapeutic trials may be conducted in subjects with consent of a legally acceptable representative provided the following conditions are fulfilled: a) The objectives of the trial cannot be met by means of a trial in subjects who can give informed consent personally. b) The foreseeable risks to the subjects are low. c) The negative impact on the subject’s well-being is minimized and low. d) The trial is not prohibited by law. e) The approval opinion of the IRB is expressly sought on the inclusion of such subjects, and the written approval opinion covers this aspect. Such trials, unless an exception is justified, should be conducted in patients having a disease or condition for which the investigational product is intended. Subjects in these trials should be particularly closely monitored and should be withdrawn if they appear to be unduly distressed.
o. In emergency situations, when prior consent of the subject is not possible, the consent of the subject's legally acceptable representative, if present, should be requested. When prior consent of the subject is not possible, and the subject’s legally acceptable representative is not available, enrolment of the subject should require measures described in the protocol and/or elsewhere, with documented approval opinion by the IRB, to protect the rights, safety and well-being of the subject and to ensure compliance with applicable regulatory requirements. The subject or the subject's legally acceptable representative should be informed about the trial as soon as possible and consent to continue and other consent as appropriate should be requested.
8. Records and Reports
a. The investigator should ensure the accuracy, completeness, legibility, and timeliness of the data reported to the sponsor in the case report forms (CRFs) and in all required reports.
b. Data reported on the CRF, that are derived from source documents, should be consistent with the source documents or the discrepancies should be explained.
c. Any change or correction to a CRF should be dated, initialed, and explained (if necessary) and should not obscure the original entry (i.e. an audit trail should be maintained); this applies to both written and electronic changes or corrections. Sponsors should provide guidance to investigators and/or the investigators' designated representatives on making such corrections. Sponsors should have written procedures to assure that changes or corrections in CRFs made by sponsor's designated representatives are documented, are necessary, and are endorsed by the investigator. The investigator should retain records of the changes and corrections.
d. The investigator/institution should maintain the trial documents as specified in Essential Documents for the Conduct of a Clinical Trial and as required by the applicable regulatory requirements. The investigator/institution should take measures to prevent accidental or premature destruction of these documents.
e. Essential documents should be retained until at least 2 years after the last approval of a marketing application in an ICH region and until there are no pending or contemplated marketing applications in an ICH region or at least 2 years have elapsed since the formal discontinuation of clinical development of the investigational product. These documents should be retained for a longer period however if required by the applicable regulatory requirements or by an agreement with the sponsor. It is the responsibility of the sponsor to inform the investigator/institution as to when these documents no longer need to be retained.
f. The financial aspects of the trial should be documented in an agreement between the sponsor and the investigator/institution.
g. Upon request of the monitor, auditor, IRB, or regulatory authority, the investigator/institution should make available for direct access all requested trial-related records.
9. Progress Reports
a. The investigator should submit written summaries of the trial status to the IRB annually, or more frequently, if requested by the IRB.
b. The investigator should promptly provide written reports to the sponsor, the IRB and, where applicable, the institution on any changes significantly affecting the conduct of the trial, and/or increasing the risk to subjects.
10. Safety Reporting
a. All serious adverse events (SAEs) should be reported immediately to the sponsor except for those SAEs that the protocol or other document (e.g., Investigator's Brochure) identifies as not needing immediate reporting. The immediate reports should be followed promptly by detailed, written reports. The immediate and follow-up reports should identify subjects by unique code numbers assigned to the trial subjects rather than by the subjects' names, personal identification numbers, and/or addresses. The investigator should also comply with the applicable regulatory requirements related to the reporting of unexpected serious adverse drug reactions to the regulatory authorities and the IRB.
b. Adverse events and/or laboratory abnormalities identified in the protocol as critical to safety evaluations should be reported to the sponsor according to the reporting requirements and within the time periods specified by the sponsor in the protocol.
c. For reported deaths, the investigator should supply the sponsor and the IRB with any additional requested information (e.g., autopsy reports and terminal medical reports).
d. Premature Termination or Suspension of a Trial If the trial is prematurely terminated or suspended for any reason, the investigator/institution should promptly inform the trial subjects, should assure appropriate therapy and follow-up for the subjects, and, where required by the applicable regulatory requirements, should inform the regulatory authorities. In addition:
i. If the investigator terminates or suspends a trial without prior agreement of the sponsor, the investigator should inform the institution where applicable, and the investigator/institution should promptly inform the sponsor and the IRB and should provide the sponsor and the IRB a detailed written explanation of the termination or suspension.
ii. If the sponsor terminates or suspends a trial, the investigator should promptly inform the institution where applicable and the investigator/institution should promptly inform the IRB and provide the IRB a detailed written explanation of the termination or suspension.
iii. If the IRB terminates or suspends its approval opinion of a trial, the investigator should inform the institution where applicable and the investigator/institution should promptly notify the sponsor and provide the sponsor with a detailed written explanation of the termination or suspension.
11. [bookmark: _Toc262078733]Final Reports by Investigator: Upon completion of the trial, the investigator, where applicable, should inform the institution; the investigator/institution should provide the IRB with a summary of the trial’s outcome, and the regulatory authorities with any reports required.
[bookmark: _Toc488175158][bookmark: _Toc212142187][bookmark: _Toc225507727]Additional Requirements for Department of Defense (DOD) research
1. When appropriate, research protocols must be reviewed and approved by the IRB prior to the Department of Defense approval. The Human Research Protection Official (HRPO) is designated by a Department of Defense component to conduct administrative review of DoD-supported research to ensure compliance with DoD human subjects research requirements. Consult with the Department of Defense funding component to see whether this is a requirement.
2. Civilian researchers attempting to access military volunteers should seek collaboration with a military researcher familiar with service-specific requirements.
3. Employees of the Department of Defense (including temporary, part-time, and intermittent appointments) may not be able to legally accept payments to participate in research and should check with their supervisor before accepting such payments. Employees of the Department of Defense cannot be paid for conducting research while on active duty.
4. Service members must follow their command policies regarding the requirement to obtain command permission to participate in research involving human subjects while on-duty or off-duty. 
5. Components of the Department of Defense might have stricter requirements for research-related injury than the DHHS regulations.
6. There may be specific educational requirements or certification required.
7. When assessing whether to support or collaborate with this institution for research involving human subjects, the Department of Defense may evaluate this institution’s education and training policies to ensure the personnel are qualified to perform the research.
8. [bookmark: _Toc262078734]When research involves U.S. military personnel, policies and procedures require limitations on dual compensation:
a. Prohibit an individual from receiving pay of compensation for research during duty hours.
b. An individual may be compensated for research if the participant is involved in the research when not on duty.
c. Federal employees while on duty and non-Federal persons may be compensated for blood draws for research up to $50 for each blood draw.
d. Non-Federal persons may be compensated for research participating other than blood draws in a reasonable amount as approved by the IRB according to local prevailing rates and the nature of the research.
9. Research involving surveys, focus groups, or interviews performed on DOD personnel (military or civilian) or their families must be submitted, reviewed, and approved by the DOD Information Management Control Officer (IMCO) after the research protocol is reviewed and approved by the IRB. When a survey crosses DOD components, additional review is required. Consult the Department of Defense funding component to coordinate this review.
10. When research involves large scale genomic data (LSGD) collected on DOD-affiliated personnel, additional protections are required:
a. Additional administrative, technical, and physical safeguards to prevent disclosure of DoD-affiliated personnel’s genomic data commensurate with risk (including secondary use or sharing of de-identified data or specimens)
b. Research will apply an HHS Certificate of Confidentiality
c. DoD Component security review
11. Data or information sent to a DOD component under a pledge of confidentiality for exclusively statistical purposes must be used exclusively for statistical purposes and may not be disclosed in identifiable form for any other purpose, except with the informed consent of the respondent.
12. When conducting multi-site research, a formal agreement between institutions is required to specify the roles and responsibilities of each party.
13. The following must be reported to the applicable DOD Component Office of Human Research Protections within 30 days:
a. When significant changes to the research protocol are approved by the IRB or EC:
i. Changes to key investigators or institutions.
ii. Decreased benefit or increased risk to participants in greater than minimal risk research.
iii. Addition of vulnerable populations as participants.
iv. Addition of DOD-affiliated personnel as participants.
v. Change of reviewing IRB.
b. When the organization is notified by any federal body, state agency, official governing body of a Native American or Alaskan native tribe, other entity, or foreign government that any part of an HRPP is under investigation for cause involving a DOD-supported research protocol.
c. Any problems involving risks to participants or others, suspension or termination of IRB approval, or any serious or continuing noncompliance pertaining to DOD-supported human participant research.
d. The results of the IRB’s continuing review, if required.
e. Change in status when a previously enrolled participant becomes pregnant, or when the researcher learns that a previously enrolled participant is pregnant, and the protocol was not reviewed and approved by the IRB in accordance with 45 CFR 46, Subpart B.
f. Change in status when a previously enrolled participant becomes a prisoner, and the protocol was not reviewed and approved by the IRB in accordance with 32 CFR 219, Subpart C.
g. Closure of a DOD-supported study.
14. For human participant research that would not otherwise be approved but presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of pregnant women, fetuses, or neonates, written approval from the DOD Office for Human Research Protections must be obtained through the DOD Component Office of Human Research Protections prior to research starting.
15. Other specific requirements of the Department of Defense research be found in the “Additional Requirements for Department of Defense (DOD) Research” section in the IRB’s HRP-318 - WORKSHEET - Additional Federal Agency Criteria.
[bookmark: _Hlk56717395]

[bookmark: _Toc155985509][bookmark: _Toc212142188][bookmark: _Toc225507728]Additional Requirements for Department of Energy (DOE) Research
(See DOE Order 443.1C)
1. Research that involves one or more of the following must be submitted to the appropriate IRB for human subjects research review and determination:
a. Study of humans in a systematically modified environment. These studies include but are not limited to intentional modification of the human environment:
i. Study of human environments that use tracer chemicals, particles or other materials to characterize airflow.
ii. Study in occupied homes or offices that:
1. Manipulate the environment to achieve research aims.
2. Test new materials.
3. Involve collecting information on occupants’ views of appliances, materials, or devices installed in their homes or their energy-saving behaviors through surveys and focus groups.
b. Use of social media data.
c. Human Terrain Mapping (HTM).
d. All exempt HSR determinations must be made by the appropriate IRB and/or IRB office. 
2. Personally identifiable information collected and/or used during HSR projects must be protected in accordance with the requirements of DOE Order 206.1, Department of Energy Privacy Program, current version. The Central DOE IRBs require submission of DOE’s HRP- 490-CHECKLIST-Reviewing Protocols that use Personally Identifiable Information (PII) if your research includes PII.
3. You must report the following to the DOE human subjects research Program Manager (and, when a National Nuclear Security Administration (NNSA) element is involved, the NNSA HSP Program Manager) prior to initiation of any new human subjects research project, even if it meets the regulatory definition of exempt human subjects research as outlined in 10 CFR Part 745.104, involving: 
a. An institution without an established Institutional Review Board (IRB); 
b. A foreign country; 
c. The potential for significant controversy (e.g., negative press or reaction from stakeholder or oversight groups);
d. Research subjects in a protected class (prisoners, children, individuals with impaired decision-making capacity, or DOE/NNSA federal or DOE/NNSA contractor employees as human subjects, who may be more vulnerable to coercion and undue influence to participate) that is outside of the reviewing IRB’s typical range/scope; or 
e. The generation or use of classified information.
4. The IRB must be notified immediately and the DOE HSP Program Manager (and, when an NNSA element is involved, the NNSA HSP Program Manager) must be notified within 48 hours and consulted regarding planned corrective actions if any of the following occur:
a. Adverse events. Notify the IRB for all adverse events and the DOE/NNSA HSP Program Manager if the IRB determines them to be significant, as defined in DOE Order 443.1C.  
b. Unanticipated problems and complaints about the research.
c. Any suspension or termination of IRB approval of research.
d. Any significant non-compliance with HSP Program procedures or other requirements.
e. Any finding of a suspected or confirmed data breach involving PII in printed or electronic form.  Report immediately to the IRB, the DOE/NNSA HSP Program Manager(s), and the DOE-Cyber Incident Response Capability, in accordance with the requirements of the CRD associated with DOE O 206.1. 
f. Serious adverse events and corrective actions taken must be reported immediately to the IRB and the DOE/NNSA HSP Program Manager(s). The time frame for “immediately” is defined as upon discovery.
5. Requirements for human participant protections for classified research apply to all classified research conducted or supported by the DOE and its national laboratories, including contracts, and including Human Terrain Mapping research.
6. Researchers conducting human subjects research in any other country or on citizens or other individuals residing in that country must be cognizant of country-specific human subjects research requirements and consult the IRB regarding applicability of such requirements.
7. No human subjects research conducted with DOE funding, at DOE institutions (regardless of funding source), or by DOE or DOE contractor personnel (regardless of funding source or location conducted), whether done domestically or in an international environment, including classified and proprietary research, may be initiated without both a Federalwide Assurance (FWA) or comparable assurance (e.g., Department of Defense assurance) of compliance and approval by the cognizant Institutional Review Board (IRB) in accordance with 10 CFR §745.103. Human subjects research involving multiple DOE sites (e.g., members of the research team from more than one DOE site and/or data or human subjects from more than one DOE site) must be reviewed and approved by one of the Central DOE IRBs prior to initiation, or if authorized by the DOE and/or NNSA HSP Program Manager, other appropriate IRB of record. In all cases, an IRB Authorization Agreement (IAA) or Memorandum of Understanding (MOU) must be in place between the organization(s) conducting the HSR and the organization responsible for IRB review.
8. Human subjects research that involves DOE Federal and/or contractor employees must first be reviewed and approved by the appropriate DOE IRB (the DOE site IRB or one of the Central DOE IRBs), or if deemed more fitting by the Federally assured DOE site or Headquarters, other appropriate IRB of record, in accordance with an IAA or MOU negotiated between the DOE site or Headquarters and the organization responsible for IRB review.
9. Classified and unclassified human subjects research that is funded through the Strategic Intelligence Partnership Program (SIPP) must be reviewed and approved by the Central DOE IRB-Classified.
10. If applicable, federally funded HSR must comply with the requirements of the Paperwork Reduction Act.
11. Other specific requirements of the DOE research can be found in the “Additional Requirements for Department of Energy (DOE) Research” section in the IRB’s HRP-318 - WORKSHEET - Additional Federal Agency Criteria.



[bookmark: _Toc2117061784][bookmark: _Toc212142189][bookmark: _Toc225507729]Additional Requirements for Department of Justice (DOJ) Research
[bookmark: _Toc89730254][bookmark: _Toc1904716556][bookmark: _Toc212142190][bookmark: _Toc225507730]Additional Requirements for DOJ Research conducted in the Federal Bureau of Prisons
1. Implementation of Bureau programmatic or operational initiatives made through pilot projects is not considered to be research.
2. The project must not involve medical experimentation, cosmetic research, or pharmaceutical testing.
3. The research design must be compatible with both the operation of prison facilities and protection of human subjects.
4. Investigators must observe the rules of the institution or office in which the research is conducted.
5. Any investigator who is a non-employee of the Bureau of Prisoners must sign a statement in which the investigator agrees to adhere to the requirements of 28 CFR §512.
6. The research must be reviewed and approved by the Bureau Research Review Board.
7. Incentives cannot be offered to help persuade inmate subjects to participate. However, soft drinks and snacks to be consumed at the test setting may be offered. Reasonable accommodations such as nominal monetary recompense for time and effort may be offered to non-confined research subjects who are both: 1) No longer in Bureau of Prisons custody, and 2) Participating in authorized research being conducted by Bureau employees or contractors.
8. A non-employee of the Bureau may receive records in a form not individually identifiable when advance adequate written assurance that the record will be used solely as statistical research or reporting record is provided to the agency.
9. Except as noted in the consent statement to the subject, you must not provide research information that identifies a subject to any person without that subject’s prior written consent to release the information. For example, research information identifiable to a particular individual cannot be admitted as evidence or used for any purpose in any action, suit, or other judicial, administrative, or legislative proceeding without the written consent of the individual to whom the data pertain.
10. Except for computerized data records maintained at an official Department of Justice site, records that contain non-disclosable information directly traceable to a specific person may not be stored in, or introduced into, an electronic retrieval system.
11. If you are conducting a study of special interest to the Office of Research and Evaluation but the study is not a joint project involving Office of Research and Evaluation, you may be asked to provide Office of Research and Evaluation with the computerized research data, not identifiable to individual subjects, accompanied by detailed documentation. These arrangements must be negotiated prior to the beginning of the data collection phase of the project.
12. Required elements of disclosure additionally include:
a. Identification of the investigators.
b. Anticipated uses of the results of the research.
c. A statement that participation is completely voluntary and that the subject may withdraw consent and end participation in the project at any time without penalty or prejudice (the inmate will be returned to regular assignment or activity by staff as soon as practicable).
d. A statement regarding the confidentiality of the research information and exceptions to any guarantees of confidentiality required by federal or state law. For example, an investigator may not guarantee confidentiality when the subject indicates intent to commit future criminal conduct or harm himself or herself or someone else, or, if the subject is an inmate, indicates intent to leave the facility without authorization.
e. A statement that participation in the research project will have no effect on the inmate subject's release date or parole eligibility.
13. You must have academic preparation or experience in the area of study of the proposed research.
14. The IRB application must include a summary statement, which includes:
a. Names and current affiliations of the investigators.
b. Title of the study.
c. Purpose of the study.
d. Location of the study.
e. Methods to be employed.
f. Anticipated results.
g. Duration of the study.
h. Number of subjects (staff or inmates) required, and amount of time required from each.
i. Indication of risk or discomfort involved as a result of participation.
15. The IRB application must include a comprehensive statement, which includes:
a. Review of related literature.
b. Detailed description of the research method.
c. Significance of anticipated results and their contribution to the advancement of knowledge.
d. Specific resources required from the Bureau of Prisons.
e. Description of all possible risks, discomforts, and benefits to individual subjects or a class of subjects, and a discussion of the likelihood that the risks and discomforts will actually occur.
f. Description of steps taken to minimize any risks.
g. Description of physical or administrative procedures to be followed to: Ensure the security of any individually identifiable data that are being collected for the study.
h. Destroy research records or remove individual identifiers from those records when the research has been completed.
i. Description of any anticipated effects of the research study on institutional programs and operations.
j. Relevant research materials such as vitae, endorsements, sample consent statements, questionnaires, and interview schedules.
16. The IRB application must include a statement regarding assurances and certification required by federal regulations, if applicable.
17. You must assume responsibility for actions of any person engaged to participate in the research project as an associate, assistant, or subcontractor.
18. At least once a year, you must provide the Chief, Office of Research and Evaluation, with a report on the progress of the research.
19. At least 12 working days before any report of findings is to be released, you must distribute one copy of the report to each of the following: the chairperson of the Bureau Research Review Board, the regional director, and the warden of each institution that provided data or assistance.
20. You must include an abstract in the report of findings.
21. In any publication of results, you must acknowledge the Bureau's participation in the research project.
22. You must expressly disclaim approval or endorsement of the published material as an expression of the policies or views of the Bureau.
23. Prior to submitting for publication, the results of a research project conducted under this subpart, you must provide two copies of the material, for informational purposes only, to the Chief, Office of Research and Evaluation, Central Office, Bureau of Prisons.
24. Other specific requirements of the Department of Justice (DOJ) Research Conducted within the Federal Bureau of Prisons (BOP) can be found in the “Additional Requirements for Department of Justice (DOJ) Research Conducted within the Federal Bureau of Prisons (BOP)” section in the IRB’s HRP-318 - WORKSHEET - Additional Federal Agency Criteria.
[bookmark: _Toc89730255][bookmark: _Toc1922745658][bookmark: _Toc212142191][bookmark: _Toc225507731]Additional Requirements for DOJ Research Funded by the National Institute of Justice
1. The project must have a privacy certificate approved by the National Institute of Justice Human Subjects Protection Officer.
2. All investigators and research staff are required to sign employee confidentiality statements, which are maintained by the responsible investigator.
3. The confidentiality statement on the consent document must state that confidentiality can only be broken if the subject reports immediate harm to subjects or others.
4. Under a privacy certificate, investigators and research staff do not have to report child abuse unless the subject signs another consent document to allow child abuse reporting.
5. A copy of all data must be de-identified and sent to the National Archive of Criminal Justice Data, including copies of the informed consent document, data collection instruments, surveys, or other relevant research materials. Note: Data sets must be submitted 90 days before the end of the project period.
a. At least once a year, the researcher shall provide the Chief, Office of Research and Evaluation, with a report of the progress of the research.
b. At least 12 working days before any report of findings is to be released, the researcher shall distribute one copy of the report to each of the following: the chairperson of the Bureau Research Review Board, the regional director, and the warden of each institution that provided data or assistance. The researcher shall include an abstract in the report of findings.
c. In any publication of results, the researcher shall acknowledge the Bureau's participation in the research project.
d. The research shall expressly disclaim approval or endorsement of the published material as an expression of the policies or views of the Bureau.
e. Prior to submitting for publication, the results of a research project conducted under this subpart, the researcher shall provide two copies of the material, for informational purposes only, to the Chief, Office of Research and Evaluation, Central Office, Bureau of Prisons
6. Other specific requirements of the Department of Justice (DOJ) Research Funded by the National Institute of Justice can be found in the “Additional Requirements for Department of Justice (DOJ) Research” section in the IRB’s HRP-318 - WORKSHEET - Additional Federal Agency Criteria.


[bookmark: _Toc1284599168][bookmark: _Toc212142192][bookmark: _Toc225507732]Additional Requirements for Department of Education (ED) Research
1. Child/Children: Individual(s) enrolled in research, not above the elementary or
secondary education level, who has not reached the age of majority as determined under state law. For purposes of HRPP policy, individuals under 18 years of age are considered children in Ohio unless they meet the definition of emancipated minors.
2. Prior Consent: Prior consent of the student, if the student is an adult or emancipated minor, or prior written consent of the parent or guardian if the student is not an emancipated minor.
3. Research or Experimentation Program or Project: Any research program or project that is designed to explore or develop new or unproven teaching methods or techniques.
4. Each school at which the research is conducted must provide an assurance that they comply with the Family Educational Rights and Privacy Act (FERPA) and the Protection of Pupil Rights Amendment (PPRA).
5. Provide a copy of all surveys and instructional material (including teachers’ manuals, films, tapes, or other supplementary instructional material) used in the research. Upon request parents of children[endnoteRef:17] involved in the research[endnoteRef:18] must be able to inspect these materials. [17:  Children are persons enrolled in research not above the elementary or secondary education level, who have not reached the age or majority as determined under state law.]  [18:  Research or experimentation program or project means any program or project in any research that is designed to explore or develop new or unproven teaching methods or techniques.
] 

6. Parents of students have the right to opt out of (remove their child from participation in) any of the following:
· Activities involving the collection, disclosure, or use of personal information collected from students for the purpose of marketing or for selling or other distribution of that information, or providing the information to others for that purpose
· The administration of any third party (non-Department of Education funded) protected information survey
· Any non-emergency, invasive physical examination or screening that is required as a condition of attendance, administered by the school or its agent and scheduled by the school in advance, and not necessary to protect the immediate health and safety of the student or of other students, except for hearing, vision, or scoliosis screenings, or any physical exam or screening permitted or required under state law
7. The requirements concerning activities involving the collection and disclosure of
personal information from students for marketing purposes do not apply to the
collection, disclosure, or use of personal information collected from students for
the exclusive purpose of developing, evaluating, or providing educational
products or services for or to students or educational institutions, such as the
following:
· College or other postsecondary education recruitment, or military recruitment
· Book clubs, magazines, and programs providing access to low-cost
literacy products
· Curriculum and instructional materials used by elementary schools and secondary schools
· Tests and assessments used by elementary schools and secondary schools to provide cognitive, evaluative, diagnostic, clinical, aptitude, or achievement information about students
· The sale by students of products or services to raise funds for school-related or education-related activities
· Student recognition programs
8. The school in which the research is being conducted must have policies regarding the administration of physical examinations or screenings that the school may administer to students.
9. For studies funded by the National Institute on Disability and Rehabilitation Research,
when an IRB reviews research that purposefully requires inclusion of children with
disabilities or individuals with mental disabilities, the IRB must include at least one
person primarily concerned with the welfare of these research participants. Other specific requirements of the Department of Education (ED) Research can be found in the “Additional Requirements for Department of Education (ED) Research” section in the IRB’s HRP-318 - WORKSHEET - Additional Federal Agency Criteria.



[bookmark: _Toc1895506656][bookmark: _Toc212142193][bookmark: _Toc225507733]Additional Requirements for Environmental Protection Agency (EPA) Research
1. Research conducted, supported, or intended to be submitted to EPA is subject to Environmental Protection Agency Regulations.
2. Intentional exposure of pregnant women or children to any substance is prohibited.
3. Observational research involving pregnant women and fetuses are subject to additional DHHS requirements for research involving pregnant women (45 CFR §46 Subpart B) and additional DHHS requirements for research involving children (45 CFR §46 Subpart D.)
4. Research involving children must meet category #1 or #2 in Subpart D.
5. Other specific requirements of the Environmental Protection Agency (EPA) Research can be found in the “Additional Requirements for Environmental Protection Agency (EPA) Research and Research Intended to be Submitted to the Environmental Protection Agency” section in the IRB’s HRP-318 - WORKSHEET - Additional Federal Agency Criteria.


[bookmark: APPENDIX_A9][bookmark: _Toc1684231598][bookmark: _Toc212142194][bookmark: _Toc225507734]Single IRB Studies
1. That National Institutes of Health expects that all sites participating in multi-site studies involving non-exempt human subjects research funded by the NIH will use a single Institutional Review Board (sIRB) to conduct the ethical review required by the Department of Health and Human Services regulations for the Protection of Human Subjects at 45 CFR Part 46.
a. [bookmark: _Toc494625115][bookmark: _Toc494625218]This policy applies to the domestic sites of NIH-funded multi-site studies where each site will conduct the same protocol involving non-exempt human subjects research, whether supported through grants, cooperative agreements, contracts, or the NIH Intramural Research Program.  It does not apply to career development, research training or fellowship awards.
b. [bookmark: _Toc494625116][bookmark: _Toc494625219]This policy applies to domestic awardees and participating domestic sites.  Foreign sites participating in NIH-funded, multi-site studies will not be expected to follow this policy.
c. [bookmark: _Toc494625117][bookmark: _Toc494625220]Exceptions to the NIH policy will be made where review by the proposed sIRB would be prohibited by a federal, tribal, or state law, regulation, or policy.  Requests for exceptions that are not based on a legal, regulatory, or policy requirement will be considered if there is a compelling justification for the exception.  The NIH will determine whether to grant an exception following an assessment of the need.
2. The Office for Human Research Protections expects that all sites located in the United States participating in cooperative research must rely upon approval by a single IRB for that portion of the research that is conducted in the United States. The reviewing IRB will be identified by the Federal department or agency supporting or conducting the research or proposed by the lead institution subject to the acceptance of the Federal department or agency supporting the research.

The following research is not subject to this provision:
a. Cooperative research for which more than single IRB review is required by law (including tribal law passed by the official governing body of an American Indian or Alaska Native tribe); or
b. Research for which any Federal department or agency supporting or conducting the research determines and documents that the use of a single IRB is not appropriate for the particular context.
c. For research not subject to paragraph (b) of this section, an institution participating in a cooperative project may enter into a joint review arrangement, rely on the review of another IRB, or make similar arrangements for avoiding duplication of effort.
 

[bookmark: _Toc514603025][bookmark: _Toc1745123156][bookmark: _Toc212142195][bookmark: _Toc225507735]Additional Requirements for Research Subject to EU General Data Protection Regulations (GDPR)
1. Human Research involving personal data about individuals located in (but not necessarily citizens of) European Union member states, Norway, Iceland, Liechtenstein, and Switzerland is subject to EU General Data Protection Regulations.
2. For all prospective Human Research subject to EU GDPR, view the Ohio State GDPR statement to ensure that the following elements of the research are consistent with institutional policies and interpretations of EU GDPR:
a. Any applicable study design elements related to data security measures.
b. Any applicable procedures related to the rights to access, rectification, and erasure of data.  
c. Procedures related to broad/unspecified future use consent for the storage, maintenance, and secondary research use of identifiable private information or identifiable biospecimens.
3. Where FDA or DHHS regulations apply in addition to EU GDPR regulations, ensure that procedures related to withdrawal from the research, as well as procedures for managing data and biospecimens associated with the research remain consistent with Appendices A-1 and A-2 above. 


[bookmark: _Toc709280185][bookmark: _Toc212142196][bookmark: _Toc225507736][bookmark: _Toc56184649]Emergency/Disaster Preparedness Considerations for Investigators Conducting Human Research
Investigators conducting human research should be aware of the following additional considerations associated with managing Human Research during an emergency/disaster scenario (e.g., extreme weather events, natural disasters, man-made disasters, infectious disease pandemics, etc.) related to investigators’ ongoing interactions with research subjects and the institutional review board (IRB) in such cases. 
During Emergency/Disaster Scenarios: Deciding Whether a Study-Specific Risk Mitigation Plan for Ongoing Research Is Needed
In general, investigators should develop a study-specific emergency/disaster risk mitigation plan for their research unless one of the following is true: 
· Research does not involve in-person interaction with research subjects.
· Research can be conducted as written while adhering to additional institution-level and HRPP-level guidance and requirements regarding the emergency/disaster event.
· The research is externally sponsored, and the sponsor has developed a protocol-specific risk mitigation plan for the research.
· The research has been voluntarily placed on hold for recruitment and all research procedures (except for necessary follow-up procedures to be done consistently with additional institution-level and HRPP-level guidance and requirements regarding the emergency/disaster event).
Tools and Resources for Developing Study-Specific Emergency/Disaster Risk Mitigation Plans for Ongoing Research
Review “HRP-108 - FLOWCHART - Study-Specific Emergency-Disaster Risk Mitigation Planning” and “HRP-351 - WORKSHEET - Protocol-Specific Emergency-Disaster Risk Mitigation Planning” for general guidance on developing study-specific risk mitigation plans. 
Voluntary Holds on Human Research Activities
Investigators may voluntarily elect to place all recruitment, enrollment and research procedures on temporary hold during emergency/disaster scenarios if doing so will better ensure the safety of research subjects and would not create any additional risks to the safety and welfare of research subjects. Such voluntary holds on research activity do not require IRB notification or review. 
Submitting Study-Specific Emergency/Disaster Risk Mitigation Plans for IRB Review
If immediate modification of the research is necessary to eliminate an apparent immediate hazard to a subject, take action, and notify the IRB within five business days following the standard pathway to submit reportable new information. 
For all other study modifications made to ensure the ongoing safety of research subjects during emergency/disaster scenarios, submit a study amendment and all relevant new or modified study materials to the IRB.
Other Reportable New Information Considerations During Emergency/Disaster Scenarios
The IRB’s list of reportable events includes two items for which additional clarification and guidance may be helpful during emergency/disaster scenarios:  
· “Failure to follow the protocol due to the action or inaction of the investigator or research staff.” Emphasis on action or inaction of the investigator or research staff has been added because this requirement does not include action or inaction of the research subject. For example, study teams may notice an increase in the number of subjects who do not arrive for scheduled research visits under emergency/disaster circumstances. Failure of a research participant to appear for a scheduled research visit is not noncompliance due to action or inaction by the investigator or research staff, and therefore does not require reporting to the IRB. 
· “Change to the protocol taken without prior IRB review to eliminate an apparent immediate hazard to a subject.” During emergency/disaster scenarios, there will be cases where there is sufficient time to receive IRB approval of any proposed modifications to previously approved research, and in such cases, investigators should follow standard IRB procedures for submitting modifications. However, there will be other cases where investigators must make more immediate changes to the protocol or investigational plan to minimize or eliminate immediate hazards or to protect the life and well-being of research participants. Such changes may be implemented without IRB approval but are required to be reported to the IRB within five business days afterward in accordance with IRB policies and procedures for submitting reportable new information. 


[bookmark: _Toc212142197][bookmark: _Toc225507737][bookmark: _Toc992957147][bookmark: BAppendices]B Appendices: Human Research Protection Program Policies 
Note: Policies are routinely evaluated and revised as necessary. The policies will be revised to  eliminate references to Buck-IRB and the Buck-IRB application, and to incorporate Huron IRB system terminology.
[bookmark: _Toc315269051][bookmark: _Appendix-B1_][bookmark: B1][bookmark: _Toc212142198][bookmark: _Toc225507738]Appendix-B-1	Research Involving Human Subjects

1. Overview

Federal regulations define when an activity is research involving human subjects. As described below, an activity is human subjects research (i.e., and subject to regulatory and institutional requirements) if it fits either the DHHS or FDA definitions. All research involving human subjects must be approved by an IRB before being performed unless the research has been determined to be exempt.

This policy describes applicable DHHS and FDA definitions, the scope of human subjects research for which The Ohio State University Human Research Protection Program (HRPP) has responsibility, and the process by which determinations are made that an activity is research involving human subjects.

2. Definitions for DHHS-Regulated Research

Clinical trial: Research study in which one or more human subjects are prospectively assigned to one or more interventions (which may include placebo or other control) to evaluate the effects of the interventions on biomedical or behavioral health-related outcomes.

Generalizable Knowledge: Information from which one may infer a general conclusion; knowledge brought into general use or that can be applied to a wider or different range of circumstances. For example, publication and presentation are typical methods used to disseminate research findings, thereby contributing to “generalizable knowledge.” However, not all information that is published or presented represents generalizable knowledge. Generalizable knowledge is also interpreted to include data intended for general use, regardless of its eventual distribution or acceptance.
Human Subject: A living individual about whom an investigator (whether professional or student) conducting research obtains information or biospecimens through intervention or interaction with the individual, and uses, studies, or analyzes the information or biospecimens; or obtains, uses, analyzes, or generates identifiable private information or identifiable biospecimens. Note: See the FDA definition of human subject for FDA-regulated research.
Individually Identifiable: The identity of the participant is or may readily be ascertained by the investigator or the investigator’s staff, or is associated with the information. Note: Individually identifiable for the purposes of HRPP policy may be similar to, but is not the same as, individually identifiable health information or protected health information as defined by the HIPAA Privacy Rule at 45 CFR Part 160. Limited data sets released from data repositories with IRB approval to release such data sets are not considered to be individually identifiable.
Interaction: Communication or interpersonal contact between an investigator and participant.
Intervention: Physical procedure by which information or biospecimens are gathered, or manipulation of the participant or the participant’s environment for research purposes. 
Limited Data Set: Health information that excludes certain direct identifiers, but may include city, state, and ZIP code; elements of date; and other numbers, characteristics, or codes that cannot be used to identify an individual or the individual's relatives, employers, or household members. Note: Limited data sets may be used or disclosed for purposes of research with a data use agreement as described by the HIPAA Privacy Rule at 45 CFR Part 164. For more information, including the list of identifiers that must be removed from health information in a limited data set, see HIPAA and Human Subjects Research.
Private Information: Information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, or information that has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public. Examples of private information include medical or academic records or personal journals.
Research: A systematic investigation, including research development, testing, and evaluation, designed to develop or contribute to generalizable knowledge. Note: See the FDA definition of research (clinical investigation) for FDA-regulated research. 
Systematic Investigation: A planned scientific or scholarly activity involving qualitative or quantitative data collection and/or data analysis that sets forth an objective(s) and a set of procedures intended to reach the objective(s), i.e., to acquire knowledge, develop a theory, or answer a question.
Treatment or Professional Practice: Interventions designed solely to enhance the well-being of a particular individual.
3. Definitions for FDA-Regulated Research

Clinical Investigation: Also: research, clinical research, clinical study. Any experiment that involves a test article and one or more human subjects that either:
· Meets the requirements for prior submission to FDA under sections 505(i) or 520(g) of the Food, Drug, and Cosmetic Act; or 
· Need not meet the requirements for prior submission to FDA under the sections noted above, but the results of which are intended to be later submitted to or held for inspection by FDA as part of an application for a research or marketing permit.
Note: Non-clinical laboratory studies are not considered to be clinical investigations. See the DHHS definition of research for DHHS-regulated research.

Device: An instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent or other similar or related article, including any component, part or accessory that:
· Is recognized in the National Formulary, United States Pharmacopoeia, or any supplement;
· Is intended for use in the diagnosis, cure, mitigation, treatment or prevention of disease; or 
· Is intended to affect the structure or any function of the body 
And does not achieve its primary intended purposes through chemical action within or on the body and is not dependent upon being metabolized to achieve its primary intended purposes.

Drug: A substance that is: 
· Recognized in the United States Pharmacopoeia, Homeopathic Pharmacopoeia of the United States, or National Formulary (or any supplement to any of these);
· Intended for use in the diagnosis, cure, mitigation, treatment or prevention of disease;
· Intended to affect the structure or any function of the body and is not a food product; or 
· Intended for use as a component of any substance described above.

Experiment: Any use of a drug except for the use of a marketed drug in the course of medical practice or any evaluation of the safety and efficacy of a medical device.

Human Subject: An individual who is or becomes a participant in research, either as a recipient of a test article or as a control. A subject may be either a healthy human or a patient. For research that involves medical devices, a human subject also includes an individual on whose specimen an investigational device is used. Note: See the DHHS definition of human subject for DHHS-regulated research.
Test Article: Any drug (including a biological product) or medical device for human use, human food (including dietary supplements), food or color additive, infant formula, electronic product, or any other article subject to regulation by FDA. 
4. Scope of Research Subject to the HRPP

A. The requirements of the Human Research Protection Program apply to research involving human subjects that is either of the following:
· Research that involves human subjects as defined by DHHS regulations
· Research (clinical investigation) that involves human subjects as defined by FDA regulations

B. The HRPP is responsible for research activities involving human subjects when:
· Research is sponsored by The Ohio State University.
· Research is conducted by or under the direction of any employee, staff, or agent of the university in accordance with university policy [PI Status Qualifications and Procedure].
· [bookmark: _Hlk93056331]Research is performed at university-approved performance sites.
· Private information or biospecimens owned by the university is used for research or to identify or contact prospective participants, if Ohio State is engaged in the research.

C. All research involving human subjects under the jurisdiction of the HRPP will be reviewed by an Ohio State IRB, unless the research is either:
· Determined to be exempt in accordance with HRPP policy [Exempt Research]
· Covered by a cooperative agreement (or other similar agreement) in which another appropriate IRB has agreed to serve as the IRB of record, as described in HRPP policy [Collaborative and Multi-Site Research]

5. Human Subjects Research Determinations

A. Individuals seeking guidance about whether their intended activities are defined as human subjects research subject to the requirements of the HRPP should contact the Office of Responsible Research Practices (ORRP) staff for assistance. Investigators are asked to provide in writing (or electronically) sufficient information about the activity to determine whether it represents research involving human subjects. 

B. When describing the proposed activity, the following information should be provided, as applicable:
· A brief description of the proposed activity and the potential participants to be involved
· The type of data/information to be collected and the process by which it will be collected
· An explanation of how the information and/or results of the proposed activity will be used; the description should include whether the results of the activity are to be published, presented, or shared outside the group involved in or supporting the work, now or at any time in the future (including thesis or dissertation projects)
· Whether the activity will involve access to data/specimens from established records, databases, or biological repositories; and if so, the source(s) of the data/specimens and whether these sources are privately held or publicly available

C. Determinations about whether an activity constitutes research involving human subjects are made by designated ORRP staff who have no direct involvement in the proposed activity. ORRP staff may request additional information from investigators, as necessary, to ensure that there is sufficient information to make a determination about whether the activity is defined as research involving human subjects.

D. ORRP staff will assess whether the submission is subject to review and oversight by an Ohio State IRB in accordance with university policy as defined above. In making these determinations, ORRP staff may consult the appropriate IRB chair or other available reference (e.g., OHRP “Human Subject Regulations Decision Charts”) for further guidance. ORRP staff will make one of the following determinations:
· The proposed activity is NOT research involving human subjects and may be conducted without IRB review or exemption.
· The activity IS research involving human subjects and, before performed, must be submitted for IRB review or exemption.

E. Investigators will be notified in writing (or electronically) of the determination. Up to one week may be required for processing requests. Submission of the appropriate application and additional time will be required for IRB review or exempt determination for activities determined to be research involving human subjects.

6. Record Retention

Records of determinations about whether an activity is research involving human subjects, including materials submitted and related correspondence, are retained by the Office of Responsible Research Practices in accordance with HRPP policy [IRB Recordkeeping].

7. Applicable Regulations/Guidance

21 CFR 56.102, 21 CFR 312.3, 21 CFR 812.3, 45 CFR 46.102, OHRP “Human Subject Regulations Decision Charts” (06/23/20)

8. History

Issued: 07/17/2006
Revised: 05/12/2008, 06/20/2011, 06/05/2012, 09/27/2012, 10/17/2016, 07/16/2018
Edited: 04/28/2009, 05/25/2010, 07/21/2010, 08/10/2010, 01/14/2022, 04/20/2022
Table 1.

Below is a list of activities that may (or may not) constitute research involving human subjects. The table is intended to provide examples and is not a definitive determination of whether a specific activity requires IRB review or exemption. For project-specific determinations, contact the Office of Responsible Research Practices.

	Activity
	Research Involving Human Subjects?

	Scholarly or Scientific
	

	Intent to Publish – Activities that obtain data about individuals, systematically performed with the intent to generalize findings and to publish or present the results (regardless of eventual publication or presentation)
	Yes

	Intent to Publish – Activities that focus directly on the specific individuals about whom information are collected
	No

	Pilot Studies – Development of research, including activities involving individuals that are performed to refine a data collection or study methodology
	Yes

	Viewing Identifiable Private Information – Identification of potential participants for a study or use of living individuals’ data for research purposes, whether or not the data will be recorded in an identifiable manner
	Yes

	Coded Data – Study or use of data that cannot be readily associated with the living individual about whom the information relates
	No, with some exceptions.
Contact ORRP for assistance.

	Deceased Individuals – Study of or use of data relating to individuals no longer living, when data do not also apply to living relatives
	No, but there may be other requirements. Contact ORRP for assistance.

	Quality Improvement – Activities involving individuals intended solely for internal use, performed to improve services or develop new services or programs (e.g., satisfaction surveys); audits (internal or external) performed as a part of organizational operations. 
	No

	Data Banking – Collection and storage of private information, if the data may be used in the future for research purposes, whether or not the data will be recorded in an identifiable manner
	Yes

	Social Science, Behavioral, Educational
	

	Survey, Interview, Observation – Collection of individuals’ data using surveys, interviews, or observation with the intent to generalize findings
	Yes

	Audio- or Videotaping – Taping individuals for study in situations not normally expected to be recorded or when individuals can be identified from recordings 
	Yes

	Honors or Master’s Thesis or Doctoral Dissertation – Directed or independent activities involving individuals performed in support of or as part of a degree-granting program
	Yes

	Course-Related Activities – Classroom exercises or assignments that do not include medical procedures, when the purpose of the activity is to teach research methods or techniques, replicate accepted findings or provide research simulation, if data are used solely within the class and participants are informed of the instructional exercise
	



No

	Biography or Oral History – Data reported as provided to document a specific event or experiences of individuals without broader conclusions by the reporter
	No, except in certain situations. Contact ORRP for assistance.

	Studies of Institutions, Policies, or Processes – Collection or analysis of data on “things,” rather than information collected from individuals about themselves, their opinions, or attitudes
	No

	Ethnographic Research – Interactions with a group in a natural setting to create a broader understanding of that group or population
	Yes

	Internet Survey Research – Online collection of individuals’ data with the intent to generalize findings
	Yes

	National Security Activities – Authorized operational activities for national security missions
	No

	Criminal Justice System Activities – Data collection and analysis that enables the conduct of certain activities carried out as part of the criminal justice system
	No

	Medical or Biomedical
	

	Practice of Medicine – Standard diagnostic or therapeutic procedures performed for treatment purposes to benefit an individual, with or without associated research activities
	No

	Public Health Surveillance – Activities (collecting, analyzing, and using data to target public health and disease prevention)
	No

	Additional Procedures – Standard diagnostic or therapeutic procedures that would not otherwise be performed if not for the research (e.g., additional x-rays or blood draws)
	Yes

	Changes in Procedures – Alterations in patient care (including randomization between standard acceptable treatments) with the intent to generalize the results
	Yes

	Innovative Treatment – Changes in patient care or use of an innovative treatment (except for investigational use of drugs or devices) solely for clinical purposes and intended to benefit an individual
	No

	Clinical Investigation – Use of drugs or devices, except approved products used in the practice of medicine, including use of a human specimen with FDA-regulated devices
	Yes

	Retrospective Record Review – Review of existing personally identifiable records, including collection of historical controls for FDA-regulated studies, whether or not the data will be recorded in an identifiable manner
	Yes

	One or Two Case Reports – Description of clinical features and/or outcome of case(s) without additional evaluation, analysis, or review of others for comparison
	No 
Note: Journals and/or  departments (e.g., Medical Information Management) may have additional requirements.

	Three or More Case Reports – Descriptions of clinical features and/or outcome of multiple cases, with or without additional evaluation; or fewer case reports requiring additional evaluation, analysis, or comparison
	Yes (see also above)

	Remnant Specimens – Collection or study of specimens generated from routine clinical procedures that would otherwise have been discarded
	Yes

	Emergency Use – Use of investigational drugs or devices in life-threatening situations
	Yes, and specific requirements apply. Contact ORRP for assistance.

	Specimen Banking – Collection and storage of human fluids or tissue regardless of whether individual identifiers are retained
	Yes
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1. Overview

As an organization that conducts research involving human subjects, The Ohio State University has an obligation to protect the rights and welfare of research participants and to ensure the integrity of the research. The university and/or one or more of its key leaders may have a financial interest in or relationship with an external entity that has the potential to conflict with these obligations. For example, the university or one of its key leaders may have a financial interest in a company sponsoring human subjects research being conducted by the university or own proprietary technology that is being utilized in the research. Such financial or proprietary interests must be disclosed and managed in a way that meets the above obligations.

The purpose of this policy is to describe the process to identify, evaluate, manage, and minimize or eliminate the organization’s proprietary interests, financial investments or holdings, and the personal financial interests of key organizational leaders when such interests could conflict with the organization’s obligations to protect research participants, maintain the integrity of research, and ensure the credibility of the human research protection program.

2. Definitions

Organizational Conflict of Interest (OCOI): A situation in which the financial investments or holdings of an organization (including licenses, royalties, intellectual property rights, patents, certain gifts) or the personal financial interests or holdings of a key leader might affect or reasonably appear to affect organizational processes for the design, conduct, reporting, review, or oversight of human subjects research.

Key Organizational Leader: For purposes of HRPP policy, a faculty member or administrator who has direct authority over personnel appointments, salaries, promotions, and/or allocation of organizational resources (e.g., funding, space, assignment of graduate students or other trainees) for individuals involved in the design, conduct, reporting, review, or oversight of human subjects research.

3. General Information

A. When The Ohio State University licenses technology or other intellectual property, the university may receive a royalty or other fee as compensation for the use of that intellectual property or equity in a company as a result of that license. A potential organizational conflict of interest is created if an Ohio State researcher engages in human subjects research involving a drug, biologic, device, or other intellectual property or technology for which the university has a patent, has licensed the technology or intellectual property, or receives royalties or other fees from a third party for use of the university-owned technology or intellectual property.

B. The Office of Advancement, with applicable college development offices, has responsibility for administering all gifts and in-kind donations from individuals and corporate entities, as well as gifts to the university's endowment. In addition, gifts made to The Ohio State University Wexner Medical Center by entities providing good or services must comply with the Vendor Interaction Policy.

4. Procedures for Identifying and Reporting Potential Organizational Conflicts

Organizational financial interests and personal financial interests of key organizational leaders are identified and reported through various research compliance processes, as described below.

A. Deans, department chairs, and/or their designees are required to review and sign off on research submitted by faculty in their colleges, departments, divisions, or institutes, including projects involving the use of human subjects. Deans and chairs also review annual conflict of interest disclosures (and updated disclosures), which are required for faculty and staff working as investigators or key personnel, as described by the university’s Faculty Financial Conflict of Interest policy and procedures (COI Policy). Any potential financial conflicts of interest involving key organizational leaders determined to be “significant” under the COI Policy (see Section 5.B. below) will be reported to the conflict of interest administrator (COI administrator).

B. The university’s Authorization to Seek Off-Campus Funding (ePA-005) electronic form (available on the Office of Sponsored Programs website) requires principal investigators to disclose whether they or individuals named as co-investigators or key personnel on a project have a significant financial interest in the sponsor, or whether any other company or organization is providing financial or in-kind assistance for the research. The ePA-005 also asks investigators whether the proposed research involves the use of Ohio State technology licensed by the Office of Innovation and Economic Development (OIED) to third parties. This information is routed electronically to the COI Administrator for review.

C. The initial review of human subjects research application and application for exemption require that investigators disclose whether any Ohio State investigator, key personnel, or their immediate family members has a financial interest that would reasonably appear to be affected by the research. Such financial interests involving key organizational leaders, or other potential organizational conflicts of interest, are forwarded by the Office of Responsible Research Practices (ORRP) professional staff to the COI administrator for review.

D. The Office of Innovation and Economic Development (OIED) coordinates institutional interactions with companies commercializing university-owned technology as described in the Rules Governing Faculty and Staff Participation in Companies Commercializing University Research (3335-13-07). As part of these management responsibilities, OIED maintains a list of approved commercial entities (also known as “start-up companies”) that are owned in whole or in part by a university employee to develop and commercialize university-owned technology created by that employee (faculty and staff start-up companies). OIED will provide lists of approved faculty and staff start-up companies to the Office for Business and Industry Contracts and the COI administrator.

E. All gifts and in-kind donations to the university of $10,000 or more in value, or those designated for specific activities, require the execution of a formal gift agreement reviewed and approved by the Office of Legal Affairs. Gifts identified by the Office of Advancement or Office of Legal Affairs as having been made by donors with an interest in specific Ohio State human subjects research projects will be reviewed under this policy using the procedures described below.

5. Procedures for the Review and Management of Potential Organizational Conflicts

A. Organizational conflicts of interest identified through the above procedures will be initially reviewed by the COI administrator.

B. [bookmark: Section5B]The COI administrator, in consultation as necessary with the appropriate department chair, college dean, legal counsel in the Office of Legal Affairs, and/or the chair of the Conflict of Interest Advisory Committee (COIAC), will determine if an identified organizational conflict of interest is significant. For the purpose of this policy, an OCOI is “significant” if it involves any of the following:
· Personal financial interests or holdings of a key organizational leader who has a direct role in reviewing the submission of a specific human subjects research project or internally-funded human subjects research, and the key organizational leader’s financial interest or holding meets the definition of “significant” under the current COI policy
· Any financial interest in a non-publicly traded company
· Any financial interest in an approved start-up company that is commercializing university-licensed technology
· Current or pending ownership interest (including shares, partnership stakes, or derivative interests such as stock options) in a publicly traded company of $50,000 or more
· A gift of $50,000 or more by an individual or third-party company that may reasonably be seen as directly benefitting from a specific human subjects research project 
· The use of university technology licensed by OIED in human subjects research conducted at Ohio State or reviewed by a university IRB

C. Significant organizational conflicts will be reviewed by the COIAC under the procedures described in the COI policy. When necessary, the COIAC will develop formal management plans for OCOIs and provide these recommended plans to the reviewing IRB and to the institutional official for final approval.

D. In reviewing potential organizational conflicts, the COIAC will evaluate relevant factors, including the following:
· Level of risk to research participants
· Effect on the integrity and objectivity of the proposed human subjects research
· Level and type of financial interests or relationships held by the university and/or a key organizational leader
· How direct and immediate a key organizational leader’s authority is over the research or the investigator and research staff involved in conducting the research
· Status of the third-party company (e.g., whether a privately held start-up company, small publicly traded company, or large publicly traded company)
· Perceived reputational risk to the university
E. In managing potential organizational conflicts, the COIAC will follow current academic best practices, including the following:
· The “rebuttable presumption” standard adopted by the Association of American Universities and the Association of American Medical Colleges (AAMC) on decisions about whether or not to move forward with a proposed human subjects research project in the presence of a significant OCOI
· Identification of the individuals (usually the investigator and the investigator’s chair or his/her designee) responsible for ensuring that the requirements of OCOI management plans are followed
· Formal recusal by a key organizational leader from his/her chain-of-authority over a project and from authority over salary, promotions, space, or trainee assignments of an affected investigator
· Disclosure of the potential OCOI in the informed consent document
· Disclosure of the potential OCOI to other centers in a multi-center trial
· Disclosure of the potential OCOI to sponsors, if required by federal law, agency policy, or the terms of a sponsored program agreement
· Formal commitment by the investigator(s) to disclose the OCOI in public presentations and publications
· Any other requirements that the COIAC determines to be necessary

F. For more information on financial conflicts of interest in research, clinical care, and medical education, see AAMC’s Conflicts of Interest and Transparency Initiatives.   

6. Applicable Regulations/Guidance

42 CFR 50, Subpart F; 45 CFR 94; Association of American Universities and Association of American Medical Colleges “Protecting Patients, Preserving Integrity, Advancing Health: Accelerating the Implementation of COI Policies in Human Subjects” (02/08); The Ohio State University Wexner Medical Center “Vendor Interaction Policy” (05/18/17)

7. History

Issued: 03/19/2012 IRB Policy Committee, 03/29/2012 COI Advisory Committee
Edited: 10/17/2016, 05/01/2019, 01/14/2022, 04/20/2022
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8.1. Overview

Investigators, research staff, the IRBs, Office of Responsible Research Practices (ORRP), and the organization share responsibility for the ethical conduct of human subjects research and for compliance with federal regulations, applicable state and local laws, and university policy. The Ohio State University encourages all faculty, staff, students, and volunteers, acting in good faith, to report suspected or actual wrongful conduct associated with human subjects research.

8.2. Definitions

Noncompliance: Failure (intentional or unintentional) to comply with applicable federal regulations, state or local laws, the requirements or determinations of the IRB, or university policy regarding research involving human subjects. Noncompliance can result from action or omission. Noncompliance may be non-serious (minor) or serious, and may also be continuing (see below).

Non-serious or minor noncompliance: Noncompliance that does not increase risk to research participants, compromise participants’ rights or welfare, or affect the integrity of the research/data or the human research protection program. Examples of minor noncompliance may include, but are not limited to the following: lapses in continuing IRB approval, failure to obtain exempt determination before exempt research involving human subjects is conducted, minor changes in or deviations from an approved protocol, or administrative errors.

Serious noncompliance: Noncompliance that increases risk to research participants, compromises participants’ rights or welfare, or affects the integrity of the research/data or the human research protection program. Examples of serious noncompliance may include but are not limited to the following: conducting or continuing non-exempt human subjects research without IRB approval; lack of legally effective informed consent from research participants; failure to report or review serious adverse events, unanticipated problems, or substantive changes in research; or inappropriate oversight of the research to ensure the safety of human subjects and the integrity of the research/data.

Continuing noncompliance: Noncompliance (serious or non-serious) that has been previously reported, or a pattern of ongoing activities that indicate a lack of understanding of human subjects protection requirements that may affect research participants or the validity of the research and suggest the potential for future noncompliance without intervention. Examples of continuing noncompliance may include but are not limited to the following: repeated failures to provide or review progress reports resulting in lapses of IRB approval, inadequate oversight of ongoing research, or failure to respond to or resolve previous allegations or findings of noncompliance.

Allegation of noncompliance: An unconfirmed report of noncompliance.

Finding of noncompliance: An occurrence or determination of noncompliance that does not require further confirmation or investigation (e.g., failure to respond to the IRB within established deadlines, allegation of noncompliance determined by the IRB to be true).

8.3. Handling Allegations and Findings of Noncompliance

Allegations of noncompliance should be forwarded to the Office of Responsible Research Practices. ORRP staff will process all allegations and findings of noncompliance, whether these reports arise internally (e.g., from faculty, staff, ORRP staff, IRB members, or investigator self-reports) or from outside the university (e.g., research participants or regulators). Allegations of noncompliance will remain confidential to the extent permitted by Ohio law, consistent with the need to conduct an adequate investigation. The university will take reasonable steps to protect persons who file reports in good faith from retaliatory actions based on such filing, in accordance with state law and The Ohio State University Whistleblower Policy 1.40.

Actions undertaken in response to an allegation or finding of noncompliance will be completed in a timely manner, based on the circumstances and seriousness of the potential noncompliance. Under federal regulations, the IRB has the authority to suspend or terminate approval of research that is not being conducted in accordance with the IRB's requirements or that has been associated with unexpected serious harm to subjects. The IRB chair or vice chair, IRB Investigative Subcommittee, or IRB may suspend or terminate approval of an investigator’s research and/or secure critical documents at any time during or following an inquiry or investigation if necessary to assure the protection of research participants. The Office of Research will assure that the necessary resources are available to conduct a thorough review of all noncompliance.

A. Initial Inquiry

1. ORRP staff will consult with the chair or vice chair of the IRB responsible for reviewing the research, and as necessary university counsel, on all allegations or findings of noncompliance. Any individual with a potential conflict of interest may not participate in the initial inquiry. The principal investigator (PI) and co-investigator(s), as applicable, may be informed of an allegation of noncompliance or contacted for a response during the initial inquiry. 

Note: Minor noncompliance determinations may be made during expedited IRB review; however, serious and/or continuing noncompliance allegations identified during expedited IRB review will be forwarded to the IRB chair or vice chair for further consideration. 

2. Possible outcomes of the initial inquiry include:
· Dismissal of the allegation (i.e., unsubstantiated)
· Referral to other appropriate university process (e.g., misconduct review)
· No further action required (i.e., for minor violations)
· Corrective action(s) recommended (i.e., for minor violations)
· Review by convened IRB required (i.e., noncompliance may be serious and/or continuing but further investigation is not needed)
· Referral to the IRB Investigative Subcommittee
· Further investigation required
Further investigation will be undertaken when the results of the initial inquiry indicate that additional fact-finding is required to assess the alleged or reported noncompliance.

3. When further investigation or convened IRB review is not warranted (e.g., dismissal of the allegation or minor violations), the investigator(s) will be notified in writing of the allegation/finding of noncompliance and the outcome of the initial inquiry including required corrective actions, as applicable. The institutional official, investigator(s)’ dean, department chair (or equivalent), and/or research collaborators may also be informed, at the discretion of the IRB chair or vice chair. Notification will be sent to the person(s) originating the report of noncompliance, as applicable. In some cases, the convened IRB or IPC may be asked to recommend corrective actions. Suspended IRB approval may be reinstated, as appropriate, based on the outcome of the initial inquiry and the response of the investigator(s). Reinstatement of IRB approval(s) will be reported by ORRP staff to those previously informed of the suspension (i.e., Institutional Official, OHRP, any other sponsoring federal department or agency, etc.) and others (e.g., Office of Sponsored Programs), as necessary.

4. If the investigator(s) is contacted for a response during the initial inquiry, a written response will be requested. If the potential noncompliance is reviewed by the convened IRB, the PI and co-investigator(s) may respond in person at the meeting during which the review will take place. A personal advisor or legal counsel may accompany the investigator(s), but the advisor or legal counsel may not participate in the discussion.

5. Initial inquiries will be completed promptly; however, the timing is dependent on the finding of noncompliance and on the nature of the potential noncompliance.

B. Investigation and Investigative Subcommittee

1. The IRB chair may request that additional fact-finding be conducted by ORRP staff based upon the results of the initial inquiry and the nature of the potential noncompliance. 

2. The IRB chair may also request that an Investigative Subcommittee of the IRB be formed to further investigate allegations or reports of noncompliance. The chair or vice chair of the IRB responsible for reviewing the research will chair the investigation, and the chairs or vice chairs or designees (member or alternate) of the other two Ohio State IRBs will compose the subcommittee. When research was reviewed externally or without any prior approval, the chair or vice chair with the appropriate expertise will chair the investigation. The subcommittee will be facilitated by ORRP staff and advised by university counsel as necessary. Any individual with a potential conflict of interest may not participate in the investigation. At least one IRB member should possess expertise appropriate for review of the potential noncompliance; additional IRB members or external consultants may also be included as determined necessary by the subcommittee chair. The Investigative Subcommittee will meet as necessary to ensure timely review of pending allegations.

3. The investigator(s) will be informed in writing of the allegation and further investigation. A written response will be requested, depending on the nature of the potential noncompliance, to facilitate review and conclusion of the investigation. The PI, research staff, or others may be interviewed and/or an audit of the investigator(s)’ research may be conducted during the investigation, as necessary.

4. The Investigative Subcommittee will consider materials and recommendations from the initial inquiry, the investigator(s)’ response, and other information relevant to the investigation (e.g., interviews, audit reports, literature searches, etc.). A summary report that includes the allegation, information considered by the Investigative Subcommittee, and its conclusions and recommendations will be prepared.

5. Possible outcomes of the investigation as determined by the chair, vice chair, or IRB Investigative Subcommittee include:
· Dismissal of the allegation (i.e., unsubstantiated)
· Referral to other appropriate university process (e.g., misconduct review)
· No further action required (i.e., for minor violations)
· Corrective action(s) required (i.e., minor violations)
· Review by convened IRB required (i.e., noncompliance is considered to be serious and/or continuing)

6. When the Investigative Subcommittee believes that serious and/or continuing noncompliance has occurred, the subcommittee’s summary report will be forwarded to the investigator(s) and the IRB responsible for reviewing the research. The PI and co-investigator(s), as applicable, will be given an opportunity to respond to the subcommittee’s findings in writing. The investigator(s) may also respond in person to the IRB at the convened meeting during which the noncompliance review will take place, to be scheduled following the receipt of the investigator(s)’ response. A personal advisor or legal counsel may accompany the investigator(s), but the advisor or legal counsel may not participate in the discussion.

7. When review by the convened IRB is not warranted (e.g., dismissal of the allegation or minor violations), the investigator(s) will be notified in writing of the results of the investigation and required corrective actions, as applicable. The institutional official, investigator(s)’ dean, department chair (or equivalent), and/or research collaborators may also be informed, at the discretion of the chair of the Investigative Subcommittee. Notification will be sent to the person(s) originating the report of noncompliance within 30 days, as applicable. In some cases, the convened IRB or IPC may be asked to recommend corrective actions. Suspended IRB approval may be reinstated, as appropriate, based on the determinations of the Investigative Subcommittee and the response of the investigator(s). Reinstatement of IRB approval(s) will be reported by ORRP staff within 30 days of the action to those previously informed of the suspension (i.e., institutional official, OHRP, any other sponsoring federal department or agency, etc.) and others (e.g., Office of Sponsored Programs), as necessary.

8. Investigations will be completed promptly; however, the timing is dependent on the nature of the potential noncompliance and the complexity of the investigation.

C. Convened IRB Review

1. At a convened meeting, the IRB responsible for reviewing the research will review allegations or findings of noncompliance following initial inquiry or further investigation. The IRB will consider the information from the initial inquiry, further investigations, summary report from the Investigative Subcommittee (if any), the investigator(s)’ response (if any), and any other relevant materials (e.g., research protocol, consent form, etc.) to assess the seriousness of the potential noncompliance and to consider possible corrective action(s). The primary reviewer will lead discussion; materials as described above will be distributed to all scheduled attendees in advance of the meeting. The IRB will make final determinations in closed session by majority vote of a quorum of the members/alternates at the convened meeting.

2. The investigator(s) will be notified in writing of the final decision of the IRB. Notification will also be sent to the person(s) originating the report of noncompliance within 30 days, as applicable. If not previously reported, any suspension or termination of IRB approval or noncompliance that is determined to be serious or continuing will be reported by ORRP staff as described in section 6 below.

8.4. Corrective Actions

A.	Corrective action(s) will be based on the nature of the noncompliance, degree to which research participants were placed at risk, occurrence of previous noncompliance, etc. The range of possible corrective actions that the chair, vice chair, IRB Investigative Subcommittee, or IRB may consider includes, but is not limited to the following:
· Modification(s) of the research protocol or procedures
· Modification(s) of the consent process or consent form
· Providing additional information to current research participants (required when such information may relate to their willingness to continue in the research)
· Providing additional information to past research participants
· Reconfirming consent of current research participants
· Requiring additional follow-up/monitoring for current and/or past research participants
· Monitoring of the research (including audits) or consent process
· Education or mentoring for the principal investigator and/or research staff
· Additional reporting, including modifications of the continuing review schedule 
· Requiring additional resources to support the investigator’s research activities
· Placing limitations (e.g., restriction to co-investigator status) on the investigator’s research activities or use of research data
· Suspension of IRB approval for one or more of the investigator(s)’ studies
· Termination of IRB approval for one or more of the investigator(s)’ studies

B. The chair or vice chair of the IRB responsible for reviewing the research, Investigative Subcommittee, or convened IRB may review the investigator(s)’ response to corrective actions. If the PI and co-investigator(s), as applicable, do not comply with the required corrective action(s) within the time specified in the corrective action plan, additional action may be required, including suspension or termination of IRB approval(s) for ongoing human subjects research activities. The investigator(s) will be notified of resolution of corrective actions or the need for additional action(s). If not previously reported, any suspension or termination of IRB approval will be reported by ORRP staff.

8.5. Investigator Appeals

As required by regulations, any decision of the IRB with respect to research involving human subjects is final. However, the convened IRB may review an investigator’s request for reconsideration or appeal to a determination regarding noncompliance and/or corrective actions as warranted by the presentation of new information or unusual circumstances. All investigator petitions must be made within 30 days of his/her notification of the IRB’s findings. The IRB will review an investigator’s request or appeal within 30 days, and the investigator will be notified in writing of the IRB’s decision within 14 days of the review. For more information on appeals, see “Investigator Appeals/Requests for Reconsideration” in HRPP policy [Review of Research by the Convened IRB].

8.6. [bookmark: Reporting]Reporting

Noncompliance determined to be serious and/or continuing or any suspension or termination of IRB approval will be  reported by ORRP staff within 30 days of the finding to the investigator(s), IRB, institutional official, investigator(s)’ dean and department chair (or equivalent), research collaborators, OHRP, FDA (as applicable for FDA-regulated research), any other sponsoring federal department or agency, and others (e.g., Office of Sponsored Programs) as necessary, in accordance with The Ohio State University’s Federalwide Assurance.

8.7. Record Retention

Records relating to review and investigation of noncompliance will be retained by the Office of Responsible Research Practices for a minimum of three years after completion of the research or any corrective actions (whichever is longer), in keeping federal regulation, applicable state and local law, and university policy.

8.8. Applicable Regulations/Guidance

21 CFR 50.25(b)(5), 21 CFR 56.108(b)(2), 21 CFR 56.112, 21 CFR 56.113, 21 CFR 56.115(b), 45 CFR 46.103(b)(5)(i), 45 CFR 46.111(b)(5), 45 CFR 46.112, 45 CFR 46.113, 45 CFR 46.115(b), “Guidance on Reporting Incidents to OHRP” (06/20/11), The Ohio State University Whistleblower Policy 1.40 (01/22/21)
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Co-Investigators, and Key Personnel

1. Overview

Principal investigators (PIs) at The Ohio State University are ultimately responsible for the ethical conduct of human subjects research and for compliance with federal regulations, applicable state and local law, and university policies. These responsibilities are shared with investigators’ research staffs and the university’s Human Research Protection Program (HRPP), including the institutional review boards (IRBs) and Office of Responsible Research Practices (ORRP). This policy describes the scope of responsibilities for principal investigators, co-investigators, and key personnel (collectively, “researchers”) who conduct human subjects research at The Ohio State University.

2. Definitions

Principal Investigator: An individual with the appropriate scientific and/or scholarly training and expertise to assume direct responsibility for the ethical conduct of a study involving human subjects, providing technical and administrative oversight of the research and making important study-related decisions. 

3. General Information

A. All investigators and key personnel will adhere to the principles outlined in the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research report entitled, Ethical Principles and Guidelines for the Protection of Human Subjects of Research (“Belmont Report”) when conducting research involving human subjects.

B. All investigators and key personnel will conduct research according to all applicable university policies and Human Research Protection Program Policies, as well as federal, state, and local laws and guidance for the protection of human subjects in research. Researchers will also consider the applicable professional practice standards of their disciplines and other generally accepted good research practice guidelines in the development and performance of human research studies.

4. Principal Investigator Qualifications, Oversight, and Resources

A. Principal investigators will have appropriate education, training, and experience to assume overall responsibility for the ethical conduct of their human subjects research. This includes training in human subjects protection requirements, as described by study team requirements on the ORRP website. Additional training requirements may also apply for investigators receiving funding from specific sponsors (e.g., NIH or NSF requirements for instruction in the responsible conduct of research for certain training grants or requirements for good clinical practice training for NIH awardees involved in NIH-funded clinical trials).

B. For purposes of HRPP policy, only one individual is designated as the principal investigator of a human research study. For the university’s guidelines on requirements for PI status, see Principal Investigator Status Appointments.

C. Principal investigators are responsible for knowing when proposed activities are defined as “research involving human subjects” by HRPP policy [Research Involving Human Subjects] or for seeking guidance, as appropriate. PIs will provide the IRB (or designees) with sufficient information and materials to make the determinations required by HRPP policies [Review of Research by the Convened IRB] and [Exempt Research]. PIs will ensure that research does not begin until IRB approval or exemption has been obtained.

D. Principal investigators are responsible for the selection and training of individuals who may assist with their research and will obtain IRB approval for the involvement of (and any changes in) co-investigators and key personnel. Training of study personnel should provide staff a general familiarity with the research methods and objectives (as applicable), as well as study-specific information relevant to the tasks to be performed.

E. Principal investigators may delegate study-related tasks to appropriately qualified and trained study personnel. PIs will maintain oversight of and retain ultimate responsibility for the conduct of those who perform delegated functions.

F. Principal investigators will ensure that all researchers assisting in the conduct of the study are informed of their obligations for following the IRB-approved protocol and applicable regulations, laws, and policies. PIs will keep co-investigators and key personnel informed of any changes made to the research while the study is ongoing.

G. Principal investigators will ensure that they have sufficient time to properly conduct and/or supervise proposed research and study personnel and that adequate resources (e.g., qualified staff, facilities, medical/psychosocial services) are available to safely carry out the approved project.

H. If a principal investigator leaves the university or is unavailable to personally conduct or supervise ongoing research (e.g., on sabbatical or extended leave), he/she must make arrangements to amend (including a change in PI) or terminate the research, as appropriate. Primary research data and research-related records will be retained at the university (see “Reporting and Recordkeeping Requirements” below).

I. Principal investigators and their co-investigators and key personnel will disclose all personal financial interests relevant to their institutional commitments, as required by regulations and university policy, and will work to eliminate or manage potential conflicts of interest when applicable. For more information, see university policy on Faculty Financial Conflict of Interest. 

5. Conduct of Human Subjects Research

A. Investigators are responsible for designing and conducting research in a manner that minimizes risks, using sound research design and generally accepted scientific and/or scholarly standards. Investigators performing research involving investigational drugs, biologics, or devices will comply with applicable FDA regulations and HRPP policies [Research Involving Investigational Drugs] and [Research Involving Medical Devices].

B. Investigators and key personnel will perform the research as approved (or as determined exempt) and will follow the terms of an associated grant, contract, and/or signed funding agreement, if any. Researchers will not make changes to the research or informed consent process until approved by the IRB, except where necessary to eliminate apparent immediate hazards to participants, and will inform the IRB (and sponsor as applicable) of any such changes.

C. Investigators will obtain continuing review and approval of ongoing non-exempt research (i.e., until research-related interactions/interventions with human subjects or analysis of individually identifiable private information have been completed) at the interval determined by the IRB (at least annually) to avoid expiration of IRB approval and cessation of all research activities.

6. Protecting the Rights, Safety, and Welfare of Research Participants

A. Investigators and research staff will recruit participants in a fair and equitable manner that avoids the potential for coercion and undue influence. For more information on equitable selection and recruitment, see HRPP policy [Recruiting Methods, Recruitment Materials, and Participant Compensation].

B. Using the IRB-approved consent process(es), investigators and research staff will obtain and document informed consent (unless waived) and HIPAA research authorization (when applicable) from participants or their legally authorized representatives prior to the participants’ involvement in the research. Researchers will provide participants or representatives sufficient opportunity to consider whether to participate and will ensure that participants’ (or representatives’) choices are voluntary and based upon informed decisions. For more information, see HRPP policies [Informed Consent Process and the Elements of Informed Consent] and [Documentation of the Informed Consent Process].

C. To minimize risks to participants, investigators and key personnel will follow procedures to protect the privacy of participants and maintain the confidentiality of research data as described by HRPP policy [Privacy and Confidentiality].

D. When populations vulnerable to coercion or undue influence, such as children, prisoners, individuals with impaired decision-making capacity, or economically or educationally disadvantaged persons are included in research, investigators will provide additional required protections.

E. For greater than minimal risk research, investigators will appropriately monitor research data to ensure participant safety as described by HRPP policy [Data and Safety Monitoring].

F. Investigators and research staff will be available to participants to address concerns or complaints and to answer participants’ questions during the research. Researchers will involve the IRB (or designees) in their responses when appropriate.

G. During and following the conduct of the research, investigators will provide subjects with significant new findings that may relate to the subjects’ well-being and/or willingness to continue to participate.

7. Reporting and Recordkeeping Requirements

A. Investigators and key personnel will follow HRPP policy [Event Reporting-Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems] for reporting problems to the IRB.

B. Investigators and key personnel will follow HRPP policy [Noncompliance] for reporting to the IRB any potential noncompliance with applicable regulations, state or local laws, university policies, HRPP policies, or the requirements or determinations of the IRB.

C. Investigators will provide a final study report to the IRB and any other required reports to sponsors or funding/regulatory agencies, as applicable, when all research activities have ended (including data analysis with individually identifiable private information).

D. Investigators will report to the IRB (or designees) requests for audits, inspections, or other research-related inquiries from a federal agency. For information on preparing for FDA inspections, see Investigator/Staff Guidance for FDA Inspections on the ORRP website.

E. Investigators will maintain research-related records (including original or “source” documents) in a manner that documents the validity of the research and integrity of the data collected, while protecting the data’s confidentiality and the privacy of research participants. Investigators are responsible for the accuracy, completeness, legibility, and timeliness of the data recorded and reported in research and in research publications.

F. Investigators will retain research-related records (e.g., the study protocol, consent forms, IRB correspondence, etc.) at the university for audit or inspection for a period of at least three years after the research has ended (or longer, according to sponsor or publication requirements). Such records may be preserved in hardcopy, electronic, or other media form that comply with sponsor, federal, and university requirements. Combined informed consent and HIPAA research authorization forms or stand-alone HIPAA research authorization forms must be retained for a period of at least six years after the study is closed. Primary research data will be retained for a minimum of five years after final project closeout. Arrangements will be made for appropriate transfer of data/record retention responsibilities for investigators who leave the university. For more information on data retention or transfer in the event an investigator leaves the university, see the university Research Data policy. 
Note: Electronic FDA-regulated research records must comply with 21 CFR Part 11. 

G. Methods for handling and storing data (including the use of personal computers and portable storage devices) must comply with university policies on Institutional Data and Research Data.



8. Additional Requirements for Investigators Following ICH-GCP Guidance

A. Good Clinical Practice (GCP) guidance developed by the International Conference on Harmonisation of Technical Requirements for the Registration of Pharmaceuticals for Human Use (ICH) defines the roles and responsibilities of IRBs, investigators, monitors, and sponsors in clinical trials involving human subjects. The responsibilities described by ICH-GCP guidance include requirements for investigators conducting clinical trials in addition to those of DHHS and FDA regulations and HRPP policies. For a list of the added investigator responsibilities required by ICH-GCP guidance, see HRPP policy [Additional Requirements for Clinical Research ICH-GCP].

B. All investigators conducting human subjects research at Ohio State who follow ICH-GCP guidance must also comply with other applicable HRPP policies.

C. For more detailed information on ICH-GCP guidance, including a glossary of terms and the complete list of institutional, investigator, and sponsor responsibilities, see ICH E6: Good Clinical Practice: Consolidated Guidance.

9. Applicable Regulations/Guidance

21 CFR 56.111, 21 CFR 312, 21 CFR 812, 45 CFR 46.111, FDA Draft Guidance “Protecting the Rights, Safety, and Welfare of Study Subjects – Supervisory Responsibilities of Investigators” (05/10/2007), FDA Guidance “Part 11, Electronic Records; Electronic Signatures – Scope and Application” (09/2003),  ICH “Guidance for Industry: E6 Good Clinical Practice: Consolidated Guidance” (03/2018), OHRP Frequently Asked Questions About Human Research “Investigator Responsibilities FAQs”

10. History 

Issued: 04/16/2012
Revised: 08/07/2012, 12/17/2018, 11/25/2019, 07/20/2020
Edited: 12/19/2016, 01/14/2022
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1. Overview

The Human Research Protection Program (HRPP) supports a quality improvement (QI) program to promote and maintain ethical research conduct and compliance with state and federal regulations, federal guidance, institutional policies, and best practices for human subjects protections. All Ohio State human subjects research and activities of the HRPP are included in the scope of the QI program. The HRPP QI program evaluates and improves human research protections and HRPP activities through education, training, and monitoring.

2. Definitions

Quality Improvement: A process initiated to develop/enhance a practice or procedure and to institutionalize the practice or procedure.

Audit: A systematic review, inspection, or verification, typically conducted by an independent individual or group.

Routine (Not-for-Cause) Review: An assessment or examination of something (e.g., a research practice or procedure) with the possibility or intention of instituting change if necessary.

Directed (For-Cause) Audit/Review: An audit of research and/or investigators initiated at the request of the IRB or institutional official to obtain or verify information necessary to ensure compliance with regulations and institutional requirements and to inform decisions about the conduct of human subjects research and/or human subjects protection.

3. [bookmark: sec3]Scope of QI Program

The QI program focuses primarily on review and monitoring of the activities, policies, procedures, and records for the following groups:
· Investigators and research staff participating in human subjects research
· IRBs
· Office of Responsible Research Practices (ORRP) staff supporting IRB activities
· Individuals involved in HRPP education and outreach

Routine (i.e., “not for cause”) review and monitoring activities will be performed based on HRPP needs, as approved by the IRB Policy Committee. Various methods of review may be used, including interview, observation, and records review. The scope of review will vary based on the individual QI project. Auditing (i.e., “for cause”) of specific research and/or investigators at the request of the IRBs or institutional official (IO) will also be performed as necessary to support IRB review, ensure human subjects protections, and meet HRPP QI goals.


4. QI Program Goals

The purpose of the HRPP QI program is to verify and promote the following:
· Protection of the rights, welfare, and safety of human subjects participating in Ohio State research
· Compliance with federal, state, and institutional requirements governing human subjects research
· Integrity of university research and HRPP activities
· Education and training of research stakeholders, including university faculty and administrators, investigators, research staff, IRB members, ORRP staff, and students involved in human subjects research
· Evaluation and follow-up of QI initiatives and corrective actions and implementation of new quality improvement activities

5. [bookmark: sec5]Development and Review of QI Initiatives

The Office of Responsible Research Practices is responsible for drafting proposals for QI initiatives after review of the regulations, guidance, and findings from previous QI projects, in consultation with the IRB chairs. The IRB Policy Committee will review and approve HRPP QI initiatives, as applicable, based on the scope of the activity (e.g., review of HRPP policies vs. ORRP desk procedures).

Research stakeholders (as described above) may make recommendations for quality improvement and/or changes or revisions to existing HRPP policies, procedures, or practices. Feedback and suggestions can be provided to the IRB chairs, ORRP staff, IRB Policy Committee members, and/or the IO, as described on the ORRP website.

6. Implementation of QI Activities

The Office of Responsible Research Practices is responsible for the implementation and communication of HRPP QI activities. Information and accompanying materials (e.g., self-assessment tools, guidance) will be posted and made available on the ORRP website, as applicable. Communication will be issued about new or revised QI initiatives through university communication mechanisms. The IRB Policy Committee and/or institutional official will set an effective date for implementation of new projects. When a QI initiative represents a significant change to existing processes or practices, the effective date will be set to allow for communication, including education and planning for operational changes.

7. QI Program Maintenance

The Office of Responsible Research Practices is responsible for maintaining the HRPP QI program. The IRB Policy Committee will review program findings and ongoing QI initiatives as needed, at least annually. Specific findings from directed reviews will be forwarded to the IRB responsible for reviewing the research and/or to the institutional official. Program initiatives will be developed (as described above) and/or updated as HRPP needs are recognized or change.


8. History
Issued: 08/31/2009
Revised: 05/31/2012, 11/21/2016
Edited: 11/29/2021, 04/20/2022
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1. Overview

Research involving human subjects may be exempt from federal regulations requiring IRB review. The purpose of this policy is to describe exempt research as defined by DHHS and/or FDA regulations and the process by which the HRPP determines that research involving human subjects is exempt from the regulations and the requirements for IRB review.

2. Definitions

Benign behavioral interventions: Interventions that are brief in duration, harmless, painless, not physically invasive, not likely to have a significant adverse lasting impact on the participants, and the investigator has no reason to think the participants will find the interventions offensive or embarrassing. Note: The term “brief in duration” requires that all benign interventions must occur on the same day. 

Child/Children: Person(s) who have not attained the legal age for consent to treatments or procedures involved in the research under the applicable law of the jurisdiction in which the research will be conducted. For purposes of HRPP policy, individuals under 18 years of age are considered children in Ohio unless they meet the definition of emancipated minors. 

De-identified: All direct personal identifiers are permanently removed (e.g., from data or biospecimens), no code or key exists to link the materials to their original source(s), and the remaining information cannot reasonably be used by anyone to identify the source(s). 

Exempt research: Research that involves human subjects that is not subject to regulations requiring IRB review and approval. Categories of research activities that may be determined to be exempt from review by the IRB are defined by federal regulations and university policy. Note: Investigators performing exempt research must comply with the requirements of the HRPP even when the research is exempt.

Limited IRB review: IRB review to ensure that there are adequate privacy and confidentiality safeguards for identifiable private information and identifiable biospecimens.

Prisoner: An individual involuntarily confined or detained in a penal institution (e.g., prison, jail, or juvenile offender facility), with restricted ability to leave the institution. The term is intended to encompass individuals sentenced to such an institution under a criminal or civil statute, individuals detained in other facilities by virtue of statutes or commitment procedures that provide alternatives to criminal prosecution or incarceration in a penal institution, and individuals detained pending arraignment, trial, or sentencing.

Privacy Board: A committee established to review requests for a waiver or alteration of the HIPAA research authorization requirement for uses and disclosures of protected health information (PHI) in a particular research study. 




3. Research Eligible/Ineligible for Exemption

A. Research that involves only activities listed in one or more of the categories specified in DHHS and/or FDA regulations (see Attachment 1) may be determined to be exempt.

B. Research involving prisoners may not be determined to be exempt except when the research examines a broader population that only incidentally involves prisoners.

C. Research that is subject to FDA regulations may not be determined to be exempt under DHHS exemption categories.

D. The exemption in DHHS regulations for research involving survey or interview procedures or observation of public behavior (Category 2) does not apply to research with children, except for research involving educational tests (cognitive, diagnostic, aptitude, achievement) or observations of public behavior when the investigator does not participate in the activities being observed.

E. The exemption in DHHS regulations for benign behavioral interventions (Category 3) does not apply to research with children.

F. Research that has been determined to pose a minimal risk to subjects using survey, interview, or subject interventions and is identifiable must undergo a limited IRB review to ensure participant privacy and confidentiality are adequately protected.

G. The proposed research may not be greater than minimal risk to be determined exempt.

H. Research that includes both exempt and non-exempt activities cannot be determined to be exempt.

I. The regulatory exemption categories are not applied to proposed research (regardless of whether the research would otherwise be exempt) involving coercion, undue influence, or any practice that does not uphold the ethical principles of respect for persons, beneficence, and justice as described in the Belmont Report.

4. Exempt Determinations

Exempt determinations are made by designated ORRP staff and/or IRB members who have no direct involvement in the proposed activity. Investigators are not permitted to make their own determinations of exemption. Additionally, ORRP staff must determine that the research meets the ethical standards described in the Belmont Report and that adequate participant protections are in place as described below.

A. Submission
Investigators must provide sufficient information about proposed research to determine whether it is exempt and, when appropriate, that protections are provided to participants by submitting an Exempt Research application in Buck-IRB, along with any required attachments. HRPP requirements for submission of non-exempt research (i.e., regarding PI eligibility, completion of human subjects education, etc.) also apply to exempt research. For a list of exempt submission requirements, refer to HRPP Policy [Submission and Pre-Review].

B. Review
a. The criteria for exemption specified in DHHS regulations are applied unless the research is FDA-regulated. For research subject to FDA regulations, only FDA exemption categories apply.
b. In addition to applying the applicable exemption criteria, ORRP staff and/or IRB members will make the following additional determinations (as applicable) to ensure protection of potential participants:
· The research involves no more than minimal risk.
· Selection of subjects is equitable.
· When identifiable information is to be recorded, there are adequate provisions to maintain the confidentiality of data.
· There are adequate provisions to maintain the privacy interests of participants.
· When there are to be interactions and/or interventions with participants, informed consent will be obtained by a process that will disclose adequate information, including that the activity involves research, participation is voluntary, a description of the procedures, and investigator contact information.
c. Research involving requests for waivers and/or alterations of HIPAA research authorization for use or disclosure of protected health information (PHI) must undergo review by Ohio State’s privacy board.
d. Upon review, ORRP staff will make one of the following determinations:

· The submission does not meet the federal definitions for research involving human subjects.
· The proposed research activity IS exempt and may be conducted without IRB review.
· The proposed research activity IS exempt and may be conducted with limited IRB review.
· The research is NOT exempt, and before performed, must be submitted for IRB review.

e. With one exception*, when two or more institutions collaborate on exempt research, each institution must make its own exempt determination; Ohio State’s HRPP will not issue exempt determinations for activities at external institutions. For more information, refer to HRRP policy [Collaborative and Multi-site Research]. 
*Note: Under Ohio State’s reciprocity agreement with Nationwide Children’s Hospital (NCH), Ohio State may issue an exempt determination for collaborative research activities occurring at both institutions.

C. Notification
Exempt research activities may not begin until the investigator receives notification of the exempt determination by email through the Buck-IRB system. Notifications will include the exempt category or categories under which the determination was made.

D. Amendments
a. Except for minor study team changes, no amendments to exempt research are permitted because of the possibility that the revised research may no longer meet the criteria for exemption. A new application for exempt determination must be submitted and reviewed prior to modifying the research activity or materials, unless the investigator believes that the change must be made to prevent harm to participants. All such changes must be reported to ORRP staff or the IRB.
b. Research personnel changes that do not otherwise affect the research protocol or participant materials can be requested by submitting an amendment application in Buck-IRB. No personnel changes can be implemented until ORRP staff accept the changes and notify the investigators. 

5. Record Retention

Records of exempt determinations, including materials submitted and related correspondence, are retained by the Office of Responsible Research Practices in accordance with HRPP policy [IRB Recordkeeping]. Records will include the exempt category or categories under which the determination was made, documentation as to why the research was judged not to be exempt, documentation of privacy board review, and/or documentation of limited IRB review, as applicable.

6. Applicable Regulations/Guidance

21 CFR 56.104, 21 CFR 56.115, pre-2018 and Final Rule (45 CFR 46.101, 45 CFR 46.104, 45 CFR 46.109, 45 CFR 46.110, 45 CFR 46.115, 45 CFR 46.201, 45 CFR 46.301, 45 CFR 46.401), 45 CFR 164, OHRP “Human Subject Regulations Decision Charts” (02/16/2016), “OHRP Guidance on the Involvement of Prisoners in Research” (05/23/03), OHRP Guidance “Exempt Research and Research That May Undergo Expedited Review” (05/05/95), OHRP Guidance “Exemption for Research and Demonstration Projects on Public Benefit and Service Programs,” OHRP “Exempt Research Determination FAQs” 

7. History

Issued: 07/17/2006
Revised: 04/28/2009, 06/20/201, 05/25/2012, 05/02/2016, 01/22/2019, 11/25/2019
Edited: 07/25/2010, 01/14/2022, 04/20/2022, 02/08/2023


[bookmark: Attachment1]Attachment 1.

Categories of Research That May Qualify for Exemption under Federal Regulations

DHHS Categories of Exemption 

1. Research conducted in established or commonly accepted educational settings, involving normal educational practices, so long as the research is not likely to adversely impact students’ opportunity to learn required educational content or the assessment of educators who provide instruction, such as:
· Research on regular and special education instructional strategies
· Research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods

2. Research that only includes interactions involving educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of public behavior (including visual or auditory recording) if at least one of the following three criteria is met:
· The information obtained is recorded by the investigator in such a manner that the identity of the human subjects cannot readily be ascertained, directly or through identifiers linked to the subjects.
· Any disclosure of the human subjects’ responses outside the research would not reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects’ financial standing, employability, educational advancement, or reputation.
· The information obtained is recorded by the investigator in such a manner that the identity of the human subjects can readily be ascertained, directly or through identifiers linked to the subjects, and an IRB conducts a limited IRB review to ensure adequate protections are in place for protecting privacy and maintaining confidentiality. 

Note: The exemption under category 2 does not apply to research involving survey or interview procedures or observation of public behavior when individuals under the age of 18 are subjects of the activity except for research involving educational tests or observations of public behavior when the investigator(s) do not participate in the activities being observed.

3. Research involving benign behavioral interventions in conjunction with the collection of information from an adult subject through verbal or written responses (including data entry) or audiovisual recording if the subject prospectively agrees to the intervention and information collection and at least one of the following criteria is met: 
· The information obtained is recorded by the investigator in such a manner that the identity of the human subjects cannot readily be ascertained, directly or through identifiers linked to the subjects.
· Any disclosure of the human subjects’ responses outside the research would not reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects’ financial standing, employability, educational advancement, or reputation.
· The information obtained is recorded in such a manner that the identity of the human subjects can readily be ascertained, directly or through identifiers linked to the subjects, and an IRB conducts a limited IRB review to ensure adequate protections are in place for protecting privacy and maintaining confidentiality. 

Note: If the research involves deceiving subjects regarding the nature or purposes of the research, this exemption is not applicable unless the subject authorizes the deception through a prospective agreement to participate in research in circumstances in which the subject is informed that he or she will be unaware of or misled regarding the nature or purposes of the research.


4. Secondary research uses of identifiable private information or identifiable biospecimens, if at least one of the following criteria is met: 
· The identifiable private information or identifiable biospecimens are publicly available. 
· The information, which may include information about biospecimens, is recorded by the investigator in such a way that the identity of the human subjects cannot readily be ascertained directly or through identifiers linked to the subjects, and the investigator does not contact the subjects, and the investigator will not re-identify subjects. 
· The research involves only information collection and analysis involving the investigator's use of identifiable health information when that use is regulated by the Health Insurance Portability and Accountability Act (HIPAA) Privacy Rule, for the purposes of health care operations or research, or for public health activities and purposes as defined in HIPAA. 
· The research is conducted by, or on behalf of, a federal department or agency using government-generated or government-collected information obtained for non-research activities, provided that the original collection was subject to specific federal privacy protections and continues to be protected. 

Note: The exemption under category 4 does not apply to research involving identifiable health information regulated by HIPAA when that information is sent to or received from external collaborators who are not part of covered entities under the Privacy Rule.

5. Research and demonstration projects that are conducted or supported by a federal department or agency, or otherwise subject to the approval of department or agency heads, and that are designed to study, evaluate, improve, or otherwise examine:
· Public benefit or service programs
· Procedures for obtaining benefits or services under those programs
· Possible changes in or alternatives to those programs or procedures
· Possible changes in methods or levels of payment for benefits or services under those programs

Note: Projects eligible for exemption under this category will be posted on the applicable federal agency’s publicly accessible website.

6. Taste and food quality evaluation and consumer acceptance studies, if:
· Wholesome foods without additives are consumed, or
· A food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or agricultural chemical or environmental contaminant at or below the level found to be safe, by the Food and Drug Administration or approved by the Environmental Protection Agency or the Food Safety and Inspection Service of the U.S. Department of Agriculture

7. Storage or maintenance of identifiable data and/or biospecimens obtained with “broad consent”

Note: Not available at Ohio State.

8. Use of identifiable data and/or biospecimens obtained with “broad consent”

Note: Not available at Ohio State.


FDA Categories of Exemption

1. Any investigation that began before July 27, 1981, that was subject to requirements for IRB review under FDA regulations before that date, provided that the investigation remains subject to review of an IRB that meets the FDA requirements in effect before July 27, 1981.
2. Any investigation begun before July 27, 1981, that was not otherwise subject to requirements for IRB review under FDA regulations before that date.
3. Emergency use of a test article, provided that the emergency use is reported to the IRB within five working days. Note: Any subsequent use of the test article at the institution is subject to IRB review.
4. Taste and food quality evaluations and consumer acceptance studies, if:
· Wholesome foods without additives are consumed, or
· A food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or agricultural, chemical, or environmental contaminant at or below the level found to be safe, by the Food and Drug Administration or approved by the Environmental Protection Agency or the Food Safety and Inspection Service of the U.S. Department of Agriculture
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1. Overview

Research involving human subjects that requires institutional review board (IRB) review is reviewed by one of three university IRBs or by an external IRB acting on behalf of Ohio State. A primary reviewer system is used for convened IRB review. Board assignments and reviewer assignments are made to ensure that proposed research receives appropriate scientific or scholarly review by individuals with the qualifications to determine that the rights and welfare of research participants are protected.

This policy describes the process used to assign each protocol to the appropriate IRB, as well as the process followed for assigning specific reviewers for convened review to each protocol.

2. Definitions

Convened IRB Review: Review of proposed human subjects research by an institutional review board that meets the membership requirements specified in federal regulations regarding the number, qualifications, diversity, and affiliation of its members, at which a majority of the members are present including at least one member whose primary concerns are in nonscientific areas.

3. Board Assignment

Research proposals are directed to the most appropriate IRB for review based on the type of research proposed and its funding source, as described below. Research requiring IRB review is overseen by one of three university IRBs – Behavioral and Social Sciences IRB, Biomedical Sciences IRB, or Cancer IRB – or by an external IRB acting on behalf of Ohio State (see HRPP policy [Collaborative and Multi-site Research] for additional information). Final determination of board assignment is made by ORRP staff, who consults with the chair of the selected IRB as needed. Investigators are encouraged to contact ORRP staff with questions regarding appropriate board assignment before preparing submissions.

A. University IRBs

The Behavioral and Social Sciences IRB reviews investigator-initiated (funded or unfunded) research that does not involve medical procedures, drugs, or devices, originating from a variety of disciplines including the arts, humanities, business, communication, education, music, nursing, political science, psychology, sociology, and social work. The Behavioral and Social Sciences IRB does not review FDA-regulated research.

The Biomedical Sciences IRB reviews investigator-initiated (funded or unfunded) biomedical research, excluding cancer research. The Biomedical Sciences IRB does not review industry-initiated, industry-sponsored clinical trials (see “Commercial and Other External IRBs” below).

The Cancer IRB reviews investigator-initiated (funded or unfunded) research involving cancer surveillance, etiology, diagnosis, early detection, prevention, treatment, symptom control and survivorship studies, including quantitative, observational and interventional study designs. The Cancer IRB does not review industry-initiated, industry-sponsored cancer clinical trials (see “Commercial and Other External IRBs” below).

B. [bookmark: commercial]Commercial and Other External IRBs

A commercial/external IRB may provide review and oversight of research initiated and/or conducted by Ohio State investigators under the following conditions: 
· The reliance and allocation of responsibilities between Ohio State and the commercial/external IRB is appropriately documented. 
· Federally conducted and/or supported research must comply with the Common Rule. 

Commercial IRBs generally should be used for industry-initiated and/or industry-sponsored clinical trials meeting all of the following conditions:
· The only sponsor of the project is a for-profit entity/company.
· The project was designed and written by the sponsor.
· The sponsor holds all INDs/IDEs for the project.

Submission of Ohio State research to a commercial/external IRB requires pre-screening of the Buck-IRB application by ORRP staff to determine that institutional requirements have been met (e.g., COI disclosure, education, ancillary review completion, etc.) and that the research meets the conditions above before it is forwarded for review.

Research involving any the following, regardless of funding source, should be reviewed by a university IRB except in rare cases when granted an exception by the institutional official and/or the Office of Research Compliance: 
· Planned emergency research
· Xenotransplantation
· Human gene transfer
· Embryonic stem cell research

C. Nationwide Children’s Hospital IRB

The Ohio State University has an IRB authorization agreement with Nationwide Children’s Hospital (NCH) that permits Ohio State and NCH to collaborate in the review and oversight of human subjects research that would otherwise require review by both organizations. This agreement applies in the following circumstances:
· An Ohio State investigator performs or is engaged in a study at NCH.
· An NCH investigator performs or is engaged in a study at Ohio State.
· An Ohio State or NCH investigator performs research engaging both locations.

Requests to rely on the NCH IRB requires pre-screening of an application in Buck-IRB to determine that Ohio State requirements have been met (e.g., COI disclosure, education, etc.) and that the research meets the conditions of the executed authorization agreement.

Research involving any the following must be reviewed by an Ohio State IRB except in rare circumstances determined on a case-by-case basis in consultation with the institutional official and/or Office of Research Compliance: 
· Planned emergency research
· Xenotransplantation
· Human gene transfer
· Embryonic stem cell research

D. National Cancer Institute Central IRB (NCI CIRB)

Select NCI-sponsored clinical trials are reviewed externally by the NCI CIRB. The NCI CIRB determines which studies will be reviewed by the CIRB and makes this list available to investigators on the CIRB website. 

Submission of research to NCI CIRB requires pre-screening of the application by ORRP staff to determine that institutional requirements have been met (e.g., COI disclosure, education, etc.). Additionally, Ohio State serves as the privacy board for NCI CIRB studies and performs review of all HIPAA authorization waiver requests made by the investigator prior to submission to NCI CIRB. 

4. Reviewer Selection

Research requiring convened Ohio State IRB review is assigned to primary and secondary reviewers based on conditions described below. Reviewer selection for review of research using expedited procedures is performed as described in HRPP policy [Expedited and Administrative Review Procedures]. 

A. Number of Reviewers

ORRP staff assign one primary and one secondary reviewer for all submissions scheduled for convened review, including initial, continuing review, amendment, and event report submissions. ORRP staff may add reviewers for additional expertise, as necessary. 

Both the primary and secondary reviewer(s) are expected to perform an in-depth review of the research. The primary reviewer leads the IRB’s discussion of the protocol, providing a summary of the research and potential concerns, if any. The secondary reviewer(s) provides additional comments or information before full Board discussion. Materials that are distributed to assigned reviewers and all other IRB members are listed in HRPP policy [Review of Research by the Convened IRB].

B. Reviewer Expertise

1. The ORRP staff member supporting the designated IRB pre-reviews the protocol submission to determine the expertise required to provide scientific or scholarly review of the research. (For more information on the pre-review process, see HRPP policy [Submission and Pre-Review]). Primary and secondary reviewer(s) are selected using the IRB roster and/or IRB members’ CVs (see below). 

2. When making reviewer assignments, the ORRP staff member considers the following:
· Reviewer’s scientific and/or scholarly expertise
· Reviewer experience
· Reviewer’s status as scientist or nonscientist
· Reviewer workload
· Potential conflicts of interest (as defined in HRPP policy [IRB Member and Consultant Conflict of Interest])
· The need for special representation (e.g., vulnerable populations)
ORRP staff consult with the IRB chair as necessary when making reviewer assignments. The chair may reassign the review of research as he/she determines to be appropriate.

3. Only IRB members designated as scientists may serve as primary reviewers. Non-scientists may serve as secondary reviewers.

4. When the research involves a vulnerable category of participants (e.g., children), a reviewer knowledgeable about and experienced in working with these participants will be selected.

5. Board members with the expertise necessary to review proposed research from the same department/division/unit as the investigator(s) may be designated as primary or secondary reviewers; however, two reviewers from the same unit will not be assigned to the same review. IRB members will not review research in which they have a conflict of interest, according to HRPP policy [IRB Member and Consultant Conflict of Interest].

6. If the ORRP staff member, in consultation with the associate director(s) for IRB operations and/or chair, believes that the IRB membership lacks sufficient expertise or experience to provide adequate review of the research or if the IRB member with the appropriate expertise/experience has a conflict of interest, the associate director(s) for IRB operations will be responsible for obtaining a consultant.

5. Distribution of Materials

ORRP staff prepare and distribute IRB materials to the assigned reviewer(s) and IRB members seven to 10 days before convened meetings as described by HRPP policy [Review of Research by the Convened IRB]. In extenuating circumstances (e.g., IRB approval would lapse without review), when sufficient space exists on a meeting agenda for a late submission, every effort will be made to select reviewer(s) who can perform an in-depth review of the research and to forward materials to reviewer(s) and IRB members past this deadline.

6. Applicable Regulations/Guidance

21 CFR 56.107, 21 CFR 56.108, 45 CFR 46.107, 45 CFR 46.108, 45 CFR 46.103(e)

7. History

Issued: 04/21/2008
Revised: 09/17/2008, 06/05/2012, 09/19/2016, 02/18/2019
Edited: 04/28/2009, 07/25/2010, 01/14/2022, 04/20/2022
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       LANGUAGE IN GRAY BOXES IS ONLY APPLICABLE TO STUDIES APPROVED ON/AFTER JANUARY 21, 2019

1. Overview

All research involving human subjects reviewed by the convened IRB must be evaluated for issues in proposed study design and conduct that may affect the rights and welfare of human subjects, consistent with federal regulations, state and local laws, professional standards, and university policy.

The purpose of this policy is to describe the procedures used by the Office of Responsible Research Practices and the convened IRBs when processing and reviewing submissions for initial and continuing review and for amendments to previously approved research to ensure the protection of research participants. Convened review of reportable events is described separately in HRPP policy [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems].

2. Definitions

Appeal: Request for reconsideration of an IRB determination in research involving human subjects, including (but not limited to) decisions regarding approval status, conditions for approval, or noncompliance. Note: An appeal is reviewed by the convened IRB responsible for the determination being appealed; for a decision made by expedited review, the corresponding convened IRB may review the appeal. Also: request for reconsideration.

3. General Information on Convened Review

A. The IRB must provide substantive and meaningful review of research on a continuing basis, at the interval (at least once a year) established by the IRB at the prior review. IRB review must be performed by the convened IRB unless the research meets the criteria for expedited review, as described in HRPP policy [Expedited and Administrative Review Procedures].
B. To be approved, research that is reviewed by the convened IRBs must satisfy all of the following regulatory requirements:
· Risks to participants are minimized (but not necessarily eliminated) by using procedures that are consistent with sound research design and that do not unnecessarily expose participants to risk. Whenever appropriate, risks to participants are minimized by using procedures already being performed for diagnostic or treatment purposes.
· Risks to participants are reasonable in relation to anticipated benefits (if any), and the importance of the knowledge that may reasonably be expected to result from the research. Note: The IRB will consider risks and benefits that may result from the research, not risks and benefits of treatments or other activities the subject would undergo even if he or she were not participating in the research.
· Selection of participants is equitable, taking into account the purposes of the research and the setting in which the research will be conducted. (For more information on equitable selection and recruitment, see HRPP policy [Recruiting Methods, Recruitment Materials, and Participant Compensation]).
· Informed consent is sought, obtained, and appropriately documented for each prospective participant or the participant’s legally authorized representative as required by the regulations (unless the appropriate waivers have been requested and approved by the Board). (For more information, see HRPP policies [Informed Consent Process and Elements of Informed Consent] and [Documentation of the Informed Consent Process]).
· If the research involves greater than minimal risk, the data and safety monitoring plan and/or data and safety monitoring board (where appropriate) makes adequate provision for monitoring the data collected to ensure the safety of participants.
· There are adequate provisions to protect the privacy of participants and to maintain the confidentiality of data in accordance with HRPP policy [Privacy and Confidentiality].
· When some or all of the participants are likely to be vulnerable to coercion or undue influence, such as children, prisoners, individuals with impaired decision-making capacity, or economically or educationally disadvantaged persons, additional safeguards have been included in the study to protect the rights and welfare of these participants.

C. When research involves the use of articles regulated by the Food and Drug Administration (e.g., drugs, devices, and biologics) or is otherwise regulated by the FDA, the convened IRB will also consider: 
· Marketing status of the drug or device (e.g., investigational, investigational use of an FDA-approved product, or FDA-approved product used for an approved indication)
· For drugs, the appropriateness of the dose, formulation, and route of administration
· For devices, the recommended risk status of the device (i.e., significant or non-significant)
· For investigational agents, safety and efficacy data supporting the proposed phase of testing
· For investigational agents, a description of the plan for assuring appropriate accountability, storage, access, and control of the investigational agent(s)
For more information, see HRRP policies [Research Involving Investigational Drugs] and [Research Involving Medical Devices].

4. Convened Review Procedures

A. Once the Buck-IRB application has been submitted and determined to be complete in accordance with HRPP policy [Submission and Pre-Review], ORRP staff will determine the appropriate Board for review and assign appropriate reviewer(s) as described in HRPP policy [Board Assignment and Reviewer Assignment for Convened Review].

B. ORRP staff will prepare and distribute IRB materials as described below to IRB members in advance of the meeting in order to provide sufficient time for review, generally at least seven days before convened meetings. In extenuating circumstances (e.g., IRB approval would lapse without review), when sufficient space exists on a meeting agenda for a late submission, materials may be forwarded to IRB members past this deadline.

4.1	Initial Review

A. All IRB members are responsible for reviewing the submitted materials in enough depth to be familiar with and prepared to discuss the information at the convened meeting. All IRB members will receive and review the following materials:
· Buck-IRB initial review application 
· Consent form(s), assent form(s) and permission form(s), and verbal script(s), including translated documents, as applicable
· Recruitment materials, as applicable, including advertisements intended to be seen or heard by potential participants
· Study instruments such as questionnaires, surveys, etc.

In addition to the materials above, the primary reviewers are also responsible for providing an in-depth review of the following:
· Complete research protocol
· Investigator’s brochure, as applicable
· Questionnaires, when longer or more detailed than those normally reviewed by all IRB members
· Relevant grant application or funding proposal, as applicable
· All other information provided by the investigator

If the research is a DHHS-supported multi-center clinical trial, the primary reviewers also receive a copy of:
· DHHS-approved sample informed consent document (when one exists)
· Complete DHHS-approved protocol (when one exists)

B. Any IRB member can access the complete IRB file for review upon request to ORRP staff, prior to or during the convened meeting.

C. The primary reviewers are responsible for presenting findings regarding the submission and leading the discussion at convened IRB meetings. Additionally, all IRB members are responsible for the following:
· Declaration of any conflicting interests in accordance with HRPP policy [IRB Member and Consultant Conflict of Interest]
· Consideration of the need for any additional expertise
· Communication with investigators, as applicable

D. Reviewers will document their review and assessment of the research by completing an IRB Reviewer Sheet and submitting it via the IRB distribution website or in person to an ORRP staff member at the conclusion of the convened IRB meeting.

4.2	Continuing Review

A. Investigators and the IRBs should “plan ahead” to meet applicable continuing review requirements, allowing adequate time before the expiration date for review of the research and for resolution of any modifications that may be required prior to its re-approval.

B. Research approved under the pre-2018 Common Rule, must undergo continuing review as long as the protocol remains active and involves human subjects. 

C. Research approved under the Final Rule, must undergo continuing review if one or more of the following is true: 
· FDA-regulated
· Greater than minimal risk 
· Remains active and involves human subjects interventions 

D. Under certain conditions, continuing review of research previously approved by the convened IRB may receive expedited or administrative review in accordance with HRPP policy [Expedited and Administrative Review Procedures].

E. All IRB members are responsible for reviewing the submitted materials in enough depth to be familiar with and prepared to discuss the information at the convened meeting. All IRB members will receive and review the following materials:
· Buck-IRB continuing review application, including:
· Protocol summary
· Status report on the progress of the research
· Current informed consent document
· Recruitment materials (if still in use), including advertisements intended to be seen or heard by potential participants
· Study instruments (if still in use) such as questionnaires, surveys, etc.
· Relevant multi-center trial reports
· Data and safety monitoring reports (as applicable) 
· Any interim findings
· Any other relevant information or recent literature, especially information about risks associated with the research
· Summary of participant benefits
· Current risk-benefit assessment based upon study results
In addition to the materials above, the primary reviewers are also responsible for providing an in-depth review of the following:
· Complete research protocol (including any amendments previously approved) 
· Investigator’s brochure, as applicable
· Questionnaires, when longer or more detailed than those normally reviewed by all IRB members
· Relevant grant application or funding proposal, as applicable
· All other information provided by the investigator
If the research is a DHHS-supported multi-center clinical trial, the primary reviewers also receive a copy of the following:
· DHHS-approved sample informed consent document (when one exists)
· Complete DHHS-approved protocol (when one exists)

F. Any IRB member can access the complete IRB file for review upon request to ORRP staff, prior to or during the convened meeting.

G. The primary reviewers are responsible for presenting findings regarding the submission and leading the discussion at convened IRB meetings. Additionally, all IRB members are responsible for the following:
· Declaration of any conflicting interests in accordance with HRPP policy [IRB Member and Consultant Conflict of Interest]
· Consideration of the need for any additional expertise
· Communication with investigators, as applicable

H. As with initial review, the IRBs must determine that the regulatory criteria for approval are met. Additionally, during continuing review the IRBs must also find the following:
· The informed consent document is accurate and complete.
· No material changes have occurred since the previous IRB review.
· Significant new findings that may relate to a participant’s willingness to continue taking part in the research are provided.

I. The IRBs will consider obtaining verification from sources other than the investigator(s) that no material changes have occurred since previous IRB review in the following situations:
· Numerous protocol deviations or violations reported
· Inconsistent information/documentation submitted for continuing review
· Previous investigator noncompliance involving changes without IRB approval
· Complaint from research personnel or participant(s)

J. Reviewers will document their review and assessment of the research by completing an IRB Reviewer Sheet and submitting it via secure website or in person to an ORRP staff member at the conclusion of the convened IRB meeting.

K. If an investigator fails to provide continuing review information to the IRB, or the IRB has not reviewed and approved a protocol by the expiration date:
· The investigator is notified immediately of the study expiration, and research activities must stop, including recruitment, enrollment, interventions, interactions, and data analysis.
· For current participants, investigators who believe it is in the best interest of individual subjects to continue participating in the research interventions or interactions must contact the IRB chair. The chair will determine whether there is an overriding safety concern or ethical issue involved that justifies individual subjects’ continued participation in the research.
· The IRB will determine whether the lapse in approval should be evaluated as noncompliance in accordance with HRPP policy [Noncompliance].

4.3	Review of Amendments

A. Changes to IRB-approved research may not be initiated without prior IRB review and approval, except when necessary to eliminate apparent immediate hazards to participants. Minor changes to previously approved research can be reviewed by expedited procedures as described in HRPP policy [Expedited and Administrative Review Procedures]. Changes meeting the definition of “minor changes” are described (with specific examples provided) in HRPP policy [Expedited and Administrative Review Procedures].

B. Amendments that do not meet the criteria for expedited review must be reviewed by the convened IRB. All IRB members will be provided all modified documents (and any other information supplied by the investigator) and are responsible for reviewing the submitted materials in enough depth to be familiar with and prepared to discuss the information at the convened meeting.

C. Any IRB member can access the complete protocol file for review purposes upon request to ORRP staff, prior to or during the convened IRB meeting.

D. The primary reviewer(s) are responsible for presenting findings regarding the submission and leading the discussion at convened IRB meetings. Additionally, all IRB members are responsible for the following:
· Declaration of any conflicting interests in accordance with HRPP policy [IRB Member and Consultant Conflict of Interest]
· Consideration of the need for any additional expertise
· Communication with investigators, as applicable

E. As with initial and continuing review, for a proposed amendment the IRBs must determine that the regulatory criteria for approval are met (when the modification affects one or more criteria for approval). Additionally, the IRBs must also find that significant new findings that may relate to a participant’s willingness to continue taking part in the research are provided.

F. [bookmark: _Toc160863390]Reviewers will document their review and assessment of the amendment by completing an IRB Reviewer Sheet and submitting it via secure website or in person to an ORRP staff member at the conclusion of the convened IRB meeting.

G. Changes to approved research initiated without IRB approval that are made to eliminate apparent immediate hazards to subjects may represent unanticipated problems involving risks to subjects or others and should be promptly reported as described by HRPP policy [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems]. Such changes will be reviewed by the convened IRB to determine whether the change is consistent with ensuring the continued welfare of participants. 

H. Completion and/or closure of a study also represent changes to research. A Final Study Report is submitted to notify the IRB that a study is completed or is being closed. Notification of study completion/closure may be submitted at any time during the review period. A Final Study Report form should not be submitted until all research activities involving human subjects, including collection and/or analysis of private, identifiable (or coded) data and/or biospecimens have ended.

Note: For further information regarding data retention following study completion, see the university’s Research Data policy and HRPP policies [IRB Recordkeeping] and [Research Involving Data and/or Biospecimens].

5. IRB Determinations and Post-Review Procedures

A. The range of possible actions that the convened IRBs may take following review of research is described in HRPP policy [IRB Actions and Communications]. To approve research, the IRBs must determine that the research meets the regulatory criteria for approval.

B. Determination of the approval period for research approved by the convened IRBs is made as described in HRPP policy [IRB Actions and Communications].

C. IRB actions and findings will be reported to the principal investigator and institutional officials as described in HRPP policy [IRB Actions and Communications].

D. Research that has been approved by the IRBs may be subject to further review and approval (or disapproval) by officials of the institution (e.g., institutional official, deans, college research officers, etc.). However, no one may approve human subjects research (i.e., and authorize it to proceed) that has not been approved by the IRB.

6. Investigator Appeals/Requests for Reconsideration

A. Investigators may appeal an IRB decision by submitting a request addressed to the appropriate IRB chair to IRBinfo@osu.edu, including a statement of the reason(s) for the appeal and any materials supporting the request. Supporting materials may include (but are not limited to) letters of support, current literature, and/or other information relating to the state of the art/science in the research discipline.

B. Requests for reconsideration will be reviewed by the convened IRB responsible for the determination being appealed. Decisions made by expedited review can be reconsidered by expedited review, but rejection of an appeal can be made only by the corresponding convened IRB. Investigators will be notified of and may attend the IRB meeting at which this review will occur.

C. Appeals must be made within 30 days of investigator notification of the IRB decision in question. The IRB will review the request within 30 days of receipt of the investigator’s written materials. Investigators and institutional officials will be notified of the IRB’s decision regarding the appeal within 14 days of convened review as described in HRPP policy [IRB Actions and Communications].    

D. Institutional officials may not overrule IRB decisions regarding appeals in research activities involving human subjects.

7. Applicable Regulations/Guidance

21 CFR 50.25, 21 CFR 56.108, 21 CFR 56.111, pre-2018 and Final Rule (45 CFR 46.103, 45 CFR 46.111, 45 CFR 46.116), FDA Information Sheets: Frequently Asked Questions, OHRP “Guidance on Continuing Review” (11/10/10), OHRP “Institutional Review Board Written Procedures: Guidance for Institutions and IRBs” (05/18), The Ohio State University “Research Data Policy” (03/24/17)

8. History
Issued: 05/19/2008
Revised: 04/28/2009, 06/07/2009, 01/06/2011, 05/04/2012, 06/20/2016, 12/17/2018 
Edited: 01/14/2022, 04/20/2022
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1. Overview

When reviewing research, the convened IRB is responsible for determining the approval status and appropriate approval period (up to one year) of a study under review and must notify the investigator and institutional officials of its decisions.

This policy describes actions that the convened IRBs may take during review of research and communication of these actions, as well as the process for review of investigator responses to IRB determinations.

2. Definitions

Approved: An IRB action taken when the required determinations are made that allows research involving human subjects to proceed consistent with federal regulations, state and local laws, and university policy.

Modifications Required: An IRB action that specifies conditions under which research can be approved, pending the following: confirmation of specific understandings by the IRB about how the research will be conducted, submission of additional documentation, precise language changes to the protocol and/or informed consent document(s), and/or substantive changes to documents with specific parameters the changes must satisfy. Note: Verification that the investigator’s response(s) satisfies the conditions for approval set by the IRB may be performed by the IRB chair and/or other designated individual(s). Also: contingent approval, approval with conditions.

Deferred: An IRB action taken when the convened IRB cannot fully evaluate the research under review and make the determinations required for approval without modifications to the protocol and/or informed consent document, or submission of clarifications or additional materials prior to reconsideration of the research. Note: Convened IRB review of the investigator’s response(s) is required.

Disapproved: An IRB action taken when the determinations required for approval of research cannot be made, even with substantive clarifications or modifications to the protocol and/or informed consent process/document. Note: Research cannot be disapproved by expedited review.

Tabled: An IRB “action” that indicates that review was not initiated or was not completed, resulting in postponement of IRB review, usually due to loss of quorum or other administrative issue. Research tabled at a convened meeting will be reviewed at a future convened meeting.

Approval Date: The first date that research can be performed (following notification from the IRB), consistent with federal regulations, state and local laws, and university policy. The approval date is the date that the research is approved by convened or expedited review, or if modifications are required (to secure approval), the date that the modifications/conditions are met by the investigator. See also Approval Period.

Approval Period: For initial review, the interval that begins on the day research is approved by convened or expedited review, or if modifications are required (to secure approval), the date that the modifications/conditions are met by the investigator. For continuing review, the interval that begins on the day research is re-approved (by convened or expedited review) or modifications are required. If the modifications are not met prior to the continuing review expiration date, the interval will begin on the date that the modifications/conditions are met by the investigator. Note: An approval period for initial or continuing review may not be longer than one year.

Expiration Date: The date that the IRB’s approval of research has lapsed and research can no longer be performed. Note: An expiration date may not be longer than one year from the date the approval period begins.

3. Actions of the IRB

A. When reviewing research, the convened IRBs will take one of the following actions:
· Approved
· Modifications required
· Deferred
· Disapproved
· Tabled

B. These actions are applicable when the convened IRBs conduct initial review, continuing review, or review of amendments to previously approved research. Actions that can be taken when reviewing research by expedited procedures are described in HRPP policy [Expedited and Administrative Review Procedures].

4. IRB Review

Initial and continuing review of research and review of amendments to previously approved research by the convened IRBs are conducted as described in HRPP policy [Review of Research by the Convened IRB]. Review of research by the expedited procedure is performed according to HRPP policy [Expedited and Administrative Review Procedures].

5. IRB Approval Period

A. The IRBs may approve research for a period of up to one year. The initial and continuing review approval periods for a study reviewed by either convened or expedited review are determined as described below.

B. For initial review, the date that research is approved, or if modifications are required (to secure approval), the date that the modifications/conditions are met by the investigator is the “start date” for the approval period. 
· For example, if modifications were required for a study reviewed by the convened IRB on May 1, 2016, and the required modifications/conditions were met by the investigator on May 15, 2016, the maximum approval period begins May 15, 2016, and ends May 14, 2017.
· In the example above, the first date that the research can be performed (assuming that notification from the IRB is received) is May 15, 2016.
C. For continuing review, the date that research is re-approved or modifications are required is the “start date” for the approval period. Note: When modifications are required, the approval period begins on the date that modifications are required by the IRB (e.g., date of the convened meeting), NOT the date that the modifications/conditions were met by the investigator, which is different from the initial review “start date.”
· For example, if modifications were required for a study reviewed by expedited procedures on May 1, 2016, and the required modifications/conditions were met by the investigator on May 15, 2016, the maximum approval period begins May 1, 2016, and ends April 30, 2017.

D. The expiration date is the first date following the approval period, on which the IRB’s approval of research has lapsed and research can no longer be performed.
· For example, the expiration date for research that was approved on June 1, 2016, with a continuing review frequency of one year is June 1, 2017.
· In the example above, the last date that the research can be performed (unless the study is re-approved) is May 31, 2017.
6. Frequency of IRB Review

A. The IRBs will require continuing review at intervals appropriate to the degree of risk, but not less than once per year. The criteria used to consider whether more frequent review is required includes, but is not limited to, the following:
· High-risk research where there is concern about serious adverse events
· Research where the potential risks in humans are unknown and may have the potential to be serious (e.g., phase I drug study)
· Protocols with complex regulatory compliance requirements, such as research involving an investigator-held IND or IDE
· Research being conducted in international or other off-site location(s) when a university IRB is serving as the IRB of record
· Research in which an investigator has a potential conflict of interest that warrants more frequent reporting and review
· Investigator/protocol has had compliance problems in the recent past
· Other issue warranting more frequent review at the discretion of the IRB

B. Depending on the research, the following types of interval frequencies may be considered:
· Specified time period (such as annual, semi-annual, or quarterly review)
· Requirement to report back to the IRB after a specified number of participants have been enrolled or undergone study interventions
· Other point in the research meriting reporting and review (e.g., completion of phase I of a multi-phase study)

7. Review of Investigator Responses

A. When the IRBs require modifications to research, investigators’ responses will be reviewed to verify that the conditions for approval have been satisfied. Depending on the nature of the modifications, this subsequent review/verification may be performed by the IRB chair, one or more IRB members or a consultant with specific expertise, and/or qualified ORRP staff (who may or may not be IRB members). Questions about whether the conditions for approval have been satisfied will be forwarded to the IRB chairs or vice chairs. When the conditions for approval are not met, investigators will be notified; and the submission will be referred to the convened IRBs for review (i.e., research cannot be disapproved except by convened review). For specific details regarding the administrative review/verification of investigators’ responses to modifications, see Attachment 1.

B. When research is deferred by convened review, only the convened IRB may reconsider the clarifications and/or modifications made to the submission. Whenever possible, the original IRB reviewer(s) will be reassigned review of the research.

C. When research is disapproved, an investigator will submit a new, revised application to request approval. Review of such applications will be by the convened IRBs unless the research meets the criteria for expedited review, as described in HRPP policy [Expedited and Administrative Review Procedures].

D. Investigator appeals of IRB decisions are reviewed by the IRBs as described in HRPP policy [Review of Research by the Convened IRB].

E. For IRB actions that require a response(s) from an investigator before the research can proceed, reminder notices are sent weekly from the Buck-IRB system until a response is received. If the response is not received within 90 days, the principal investigator will be notified that the submission has been administratively withdrawn.

8. Communication of IRB Actions

A. After the IRB chairs (or designees) approve the minutes of the convened IRB meetings, ORRP staff prepare notification letters to inform investigators of IRB actions. Note: Approval letters can be sent prior to completion of the meeting minutes.

B. Notification letters sent from Buck-IRB include (minimally) the following information:
· Date of review
· Type of submission reviewed (e.g., initial review, continuing review, or review of amendments to previously approved research)
· IRB action
· Approval and expiration date (when applicable)
· Any associated approvals requiring specific regulatory findings (e.g., waiver of the requirement for obtaining informed consent)
· Modifications or additional clarifications required, or other conditions that must be satisfied by the investigator, if any, for IRB approval
· For initial review, any conditions under which the research may be initiated
· For continuing review and amendments, any conditions that must be satisfied before an investigator can continue research activities
· For research that is deferred, a statement of the reasons for deferral and a description of how the investigator can respond
· For research that is disapproved, a statement of the reasons for disapproval and a description of how the investigator can respond

C. IRB members and institutional officials are notified of the IRBs’ actions and findings via summary documentation that is posted on the IRB distribution website.

9. Applicable Regulations/Guidance

21 CFR 56.109, 21 CFR 56.111, 45 CFR 46.108, 45 CFR 46.109, 45 CFR 46.111, FDA Information Sheets: Frequently Asked Questions: “IRB Procedures” and “IRB Records,” OHRP “Guidance on IRB Approval of Research with Conditions” (11/10/10), OHRP “Guidance on Written IRB Procedures” (01/15/07)

10. History

Issued: 05/19/2008
Revised: 06/06/2008, 04/28/2009, 03/1/2012, 05/09/2012, 06/14/2016
Edited: 12/14/2021, 04/20/2022

Attachment 1.

Administrative Review/Verification of Investigators’ Responses to Modifications

An IRB may specify conditions under which research can be approved (i.e., “modifications required”) that, when satisfied, would permit the IRB to make the required determinations. The IRB may require any of the following as conditions for approval of research:
· Confirmation of specific understandings by the IRB regarding how the research will be conducted (e.g., the research will not include children)
· Submission of additional documentation (e.g., letters of support)
· Precise language changes to the protocol and/or informed consent document(s)
· Substantive changes to documents along with specific parameters the changes must satisfy

When the IRBs require modifications to research, investigators’ responses will be reviewed to verify that the conditions for approval have been satisfied. Depending on the nature of the modifications, this review/verification may be performed by the IRB chair, one or more IRB members or a consultant with specific expertise, and/or qualified ORRP staff (who may or may not be IRB members).

Conditions that involve the application of specific scientific, scholarly, medical, or other professional or technical expertise (beyond knowledge of applicable human subjects protection requirements) should be reviewed by the IRB chair or IRB member(s) or consultant with appropriate experience/training. In general, review of substantive changes to the protocol or informed consent documents, even with specific parameters that the changes must satisfy, should also be performed by the IRB or other designated individuals with the requisite knowledge.

Examples of investigators’ responses to “modifications required” by the IRB that may be administratively reviewed/verified by qualified ORRP staff include the following:
1. Submissions of additional documentation, including letters of support, individual investigator agreements, Certificates of Confidentiality, etc.
2. Corrections of grammatical and/or typographical errors in study documents, such as recruitment materials, consent forms, questionnaires, etc. 
3. Verbatim changes (additions or deletions) to study documents or other submission materials, including the protocol, consent form, study instruments, IRB application, appendices, etc.
4. Revisions to consent documents to include template language (e.g., institutional contact information)
5. Changes in formatting, font size, etc. in consent forms, advertisements, or other recruitment materials or documents that will be seen by research participants.
6. Changes in method and/or timing of incentives to include pro-rated payments that are not contingent upon completion of the entire study.
7. Copies of translations of approved documents for previously approved participant groups
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LANGUAGE IN GRAY BOXES IS ONLY APPLICABLE TO STUDIES INITIALLY APPROVED ON/AFTER JANUARY 21, 2019

1. Overview
The IRB chair or one or more experienced IRB members designated by the chair may use expedited review procedures to approve a limited class of research activities involving human subjects. 
This policy describes the situations in which research may qualify for expedited review, as well as the process by which the IRB reviews research by expedited procedures. The policy also describes the types of research that qualify for administrative review.
	
2. Definitions
Administrative Review: Process by which designated ORRP staff members determine whether certain research types meet review criteria. 

Expedited Review: Process by which designated IRB members, on behalf of the full IRB, approve a limited class of research activities through reviews conducted outside of the convened IRB meeting. 

Expedited IRB Reviewer: The IRB chair and those experienced IRB members designated by the chair who may perform some or all types of expedited reviews. 

Experienced IRB Member: An IRB member determined by the IRB chair to be qualified to perform reviews using expedited procedures. The following criteria are considered when determining whether an IRB member is experienced: length of IRB service (at Ohio State and/or at a previous institution), training regarding expedited review procedures, research experience/expertise, and/or work with the research participants being studied.

Minor Changes: Changes to research that in the judgment of the IRB do not affect assessment of the risks and benefits of the study by substantially altering any of the following: research aims or methodology, nature of subject participation, level of risk, proposed benefits, participant population, qualifications of the research team, or the facilities available to support the safe conduct of the research. Note: A minor change does not increase risk more than minimally or add procedures in research categories other than those that qualify for expedited initial review.

For specific examples of changes that may be considered minor (and may be reviewed using expedited procedures), see Attachment 1.

3. [bookmark: section3]Research Eligible for Expedited Review

A. Research activities that present no more than minimal risk to human subjects and involve only procedures listed in one or more of the categories in Categories of Research That May Be Reviewed by the Institutional Review Board (IRB) through an Expedited Review Procedure (see Attachment 2) may be reviewed by the IRB through the expedited review procedure.

B. Expedited review procedures may be used for initial or continuing review of research that presents no more than minimal risk to human subjects in categories (1) through (7) in Categories of Research That May Be Reviewed by the Institutional Review Board (IRB) through an Expedited Review Procedure (see exceptions below).

C. Continuing review of research previously approved by the convened IRB may receive expedited review in any of the following situations:
· The research is permanently closed to enrollment, all participants have completed all research-related interventions, and the research remains active only for long-term follow-up.
· No participants have been enrolled and no additional risks have been identified.
· The remaining research activities are limited to data analysis.

D. The expedited procedure may also be used for continuing review of research that does not fit categories (1) through (7) or the conditions described above, when:
· The research is not conducted under an investigational new drug application (IND) or investigational device exemption (IDE), and
· The IRB has determined and documented at a convened meeting that the research involves not greater than minimal risk and no additional risks have been identified.

E. Minor changes (amendments) to previously approved research during the period for which approval is authorized (one year or less) may be reviewed using expedited procedures.

F. Requirements for informed consent (or for waiver, alteration, or exceptions to the requirements for informed consent) apply regardless of whether the research is reviewed by the convened IRB or by an expedited procedure. 

G. The expedited review procedure may not be used to review research in which identification of the participants and/or their responses would reasonably place them at risk of criminal or civil liability or be damaging to the participants' financial standing, employability, insurability, reputation, or be stigmatizing, unless reasonable and appropriate protections will be implemented so that risks related to invasion of privacy and breach of confidentiality are not greater than minimal. 

H. Expedited review procedures may not be used for classified research involving human subjects.

I. The specific circumstances of the proposed research must be considered when determining that the research involves no more than minimal risk to human subjects. The activities listed in Categories of Research That May Be Reviewed by the Institutional Review Board (IRB) through an Expedited Review Procedure should not be considered minimal risk simply because they are included on the list.

J. Additions to or extrapolations from the list of activities included in Categories of Research That May Be Reviewed by the Institutional Review Board (IRB) through an Expedited Review Procedure are not appropriate. Expedited review procedures may not be used unless the proposed research activities appear on the list, even when the research presents no more than minimal risk.

K. Submissions for exempt research requiring limited IRB review may be reviewed via expedited procedure as described in HRPP policy [Exempt Research].

L. Event reports may be reviewed via expedited procedure as described in HRPP policy [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems].

4. Research Eligible for Administrative Review

A. Research that is exempt from IRB review may undergo administrative review by an appropriately experienced ORRP staff member, as described in HRPP policy [Exempt Research]. 

B. Under certain conditions, the requirements for continuing IRB review can be satisfied through the completion of a brief annual status report application confirmed by a designated ORRP staff member through an administrative review, unless the IRB requires that a study undergo continuing review via expedited procedure. Note: Annual status reports may not contain personnel changes.                  

C. Research initially approved under the pre-2018 Rule must meet all of the following criteria to be eligible for the annual status report option: 
· The research is considered minimal risk and qualifies for expedited review even if the study initially received convened review.
· The research has not been supported by a federal agency nor received federal funding at any time during the research, including through a sub-award from another institution. 
· The research is not FDA-regulated (including studies involving drugs, devices, and data submission).
· Ohio State is not serving as the IRB of record for any research locations.


D. Research initially approved under the Final Rule that has not been supported by a federal agency or received federal funding at any time during the research must meet all of the following criteria to be eligible for the annual status report option:
· The research is considered minimal risk and qualifies for expedited review even 
if the study initially received convened review.
· The research is not FDA-regulated (including studies involving drugs, devices, and data submission).
	
E. Research initially approved under the Final Rule that has been supported by a federal agency or received federal funding is eligible for the annual status report option if it (1) 
is not FDA-regulated (including studies involving drugs, devices, and data submission) AND (2) meets one of the following criteria: 
· The research has never been approved by the convened IRB and qualifies for expedited review under Expedited Review Categories 2 through 7 (see Attachment 2).
· The research has been approved by a convened IRB (initial review and/or previous continuing review) and has progressed to the point that it involves only one or both 
of the following activities:
· Data analysis (including analysis of identifiable information and/or 
identifiable biospecimens), or
· Access to follow-up clinical data from procedures that subjects would undergo as part of clinical care.

F. Final study reports may be reviewed by designated ORRP staff through administrative review procedures. 

G. When research qualifying for administrative review contains evidence of noncompliance, the study will be referred for either expedited or convened IRB review according to the nature and degree of the noncompliance, as outlined in HRPP policy [Noncompliance].

5. Submission Requirements

A. When submitting applications in Buck-IRB for expedited or administrative review, investigators must submit all applicable materials listed in HRPP policy [Submission and Pre-Review].

B. Upon receipt of an application for expedited or administrative review, an ORRP staff member pre-reviews the submission (e.g., to verify whether the materials are complete) and makes an initial determination as to whether the submission is eligible for expedited or administrative review.

6. Expedited Reviewer Assignments

A. ORRP staff members assign expedited reviews to one or more IRB members from the pool of experienced reviewers designated by the IRB chair (which may also include the IRB chair). 

B. When making expedited reviewer assignments, the ORRP staff member also considers the following:
· Reviewer’s scientific and/or scholarly expertise
· Reviewer experience
· Reviewer’s status as scientist or nonscientist
· Reviewer workload
· Potential conflicts of interest (both financial and personal/professional as defined in HRPP policy [IRB Member and Consultant Conflict of Interest]
· The need for special representation (e.g., vulnerable populations)
ORRP staff members consult with the IRB chair as necessary when making reviewer assignments.

C. ORRP staff notify IRB members of review assignments and confirm reviewers’ availability and eligibility (e.g., no conflicting interests) to perform timely reviews.

7. Expedited Review Procedures

A. Initial and Continuing Review 
· Assigned reviewer(s) will receive all information that the convened IRB would have received and will initially review the materials submitted to confirm that the research meets the applicability criteria and one or more categories of research eligible for expedited review.
· For continuing review, the complete protocol file and relevant minutes from previous IRB review(s), as applicable, will also be available upon request.
· The expedited reviewer(s) will perform an in-depth review of all submitted materials, using the criteria for approval described in federal regulations and HRPP policy [Review of Research by the Convened IRB].
· The expedited reviewer(s) can determine that a study must undergo continuing IRB review when it would otherwise qualify for administrative review (e.g., history of PI noncompliance).
· For continuing review, reviewer(s) will also determine the following:
· Whether the protocol needs verification from sources other than the investigators that no material changes occurred since previous IRB review, as described in HRPP policy [Review of Research by the Convened IRB]
· That the current consent document is still accurate and complete
· Any significant new findings that arise from the review process and that may relate to subjects’ willingness to continue participation will be provided
· The expedited reviewer(s) will complete the applicable IRB Reviewer Sheet. Reviewer(s) will document the specific category or categories under which the research qualifies for expedited review and any finding(s) required by regulations, including protocol-specific information justifying the finding(s).
· Research that does not meet the criteria for expedited review in the judgment of the IRB reviewer(s) will be forwarded to the next available meeting of the convened IRB. 
B. Minor Changes (Amendments) to Previously Approved Research
· Assigned reviewer(s) will receive all information that the convened IRB would have received and will initially review the materials submitted to confirm that the amendment meets the criteria (i.e., a minor change) for expedited review.
· The complete protocol file and relevant minutes from previous IRB review(s), as applicable, will also be available for review upon request.
· The expedited reviewer(s) will perform an in-depth review of all submitted materials, using the criteria for approval described in federal regulations and HRPP policy [Review of Research by the Convened IRB] when the modifications affect one or more regulatory criteria.
· The reviewer(s) will also determine that any significant new findings that arise from the review process and that might relate to subjects’ willingness to continue participation will be provided.
· The expedited reviewer(s) will complete the applicable IRB Reviewer Sheet. Reviewer(s) will document that the amendment represents a minor change(s) qualifying for expedited review and any finding(s) required by regulations, including protocol-specific information justifying the finding(s).
· Research that in the judgment of the IRB reviewer(s) does not meet the criteria for expedited review (i.e., more than a minor change) will be forwarded to the next available meeting of the convened IRB. 

8. Outcomes of Expedited Review 

A. When reviewing proposed research activities using expedited procedures, IRB reviewers may take one of the following actions:
· Approved
· Modifications required (to secure approval)
An expedited reviewer can also request additional information and/or clarification from the investigator before taking one of the above actions. 

Note: Expedited IRB actions regarding noncompliance and event reporting are described in HRPP policies [Noncompliance] and [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems], respectively.

B. When an expedited reviewer cannot take one of the actions above, the research will be referred for review by the convened IRB. Reviewers may not disapprove research by expedited review. Research can be disapproved only following review by the convened IRB as described in federal regulations and HRPP policy [Review of Research by the Convened IRB].

C. Research will be forwarded to the convened IRB for review when any of the following occur:
· Expedited reviewer(s) cannot determine that the research meets the criteria for expedited review.
· Expedited reviewer(s) cannot approve the research or require modifications in the research to secure approval.
· Expedited reviewer(s) cannot approve the research for one year, based on the criteria described in HRPP policy [Review of Research by the Convened IRB].
· Expedited reviewers (if more than one) cannot reach a consensus decision during the review process.

D. When an expedited reviewer refers research for convened IRB review, the submission materials, reviewer’s comments, and any additional information obtained from the investigator are forwarded for consideration at the next available IRB meeting.
9. Review of Investigator Responses

A. When expedited reviewer(s) require modifications to research, investigators’ responses will be reviewed as described in HRPP policy [IRB Actions and Communications] to verify that the conditions for approval have been satisfied. Depending on the nature of the modifications, this subsequent review/verification may be performed by the IRB chair, one or more IRB members or a consultant with specific expertise, and/or qualified ORRP staff (who may or may not be IRB members).

B. Questions about whether the conditions for approval have been satisfied will be forwarded to the IRB chairs or vice chairs. When the conditions for approval cannot be met, the submission will be referred to the convened IRBs for review (i.e., research cannot be disapproved except by convened review).

C. For expedited initial review and review of amendments, the approval date of the research is the date that the IRB chair, IRB member(s), consultant, and/or ORRP staff member verifies that the conditions for approval have been met. However, for continuing review, the approval date is the date the modifications were required by the expedited reviewer(s), unless the study expired after modifications were requested; in such cases, the approval date is the date that the conditions for approval have been met.

D. For specific examples of investigators’ responses that can be administratively reviewed by ORRP staff, see HRPP policy [IRB Actions and Communications, Attachment 1].

10. Administrative Review Procedures and Outcomes

A. Administrative review procedures of exempt submissions, including those requiring limited IRB review and/or privacy board review, are described in HRPP policy [Exempt Research].

B. Annual Status Reports
· Upon receipt of an annual status report, ORRP staff verify whether the application is complete, following the procedures described in HRPP policy [Submission and Pre-review]. 
· ORRP staff review the submitted materials and complete the Annual Status Report Screening Checklist to confirm that the research qualifies for an annual status report according to the criteria outlined in section 4 of this policy.
· ORRP staff will forward the study to the IRB for review if the annual status report shows evidence of noncompliance. 
· Upon verifying that an annual status report meets the administrative review criteria, ORRP staff enter an “Annual Status Report - Confirmed” action in Buck-IRB. 
· The approval date is the annual status report confirmation date.
· When ORRP staff determine that research does not meet the criteria for an annual status report, the investigators will be instructed to withdraw the annual status report and to submit a continuing review application. The continuing review will be routed for either expedited or convened review based on the criteria outlined in section 3 of this policy.

C. Final Study Reports
· Upon receipt of a final study report, ORRP staff verify whether the application is complete, following the procedures described in HRPP policy [Submission and Pre-review]. 
· ORRP staff complete the Final Study Report Screening Checklist.
· ORRP staff will forward the study to the IRB for review if the final study report shows evidence of potential noncompliance. 
· ORRP staff enter a “Final Study Report - Confirmed” action in Buck-IRB to close and archive the study.

11. Communicating Expedited Review and Administrative Review Actions

A. Investigator Correspondence
· ORRP staff will notify the principal investigator electronically of the action taken by the administrative reviewer(s) or expedited reviewer(s), including any modifications required as a condition for IRB approval. Notifications of IRB approval by expedited procedures will include the specific category or categories under which the research qualifies for expedited review (as applicable).
· When an expedited or administrative reviewer refers a submission for convened IRB review, the principal investigator will be notified of the referral and the scheduled convened meeting date.

B. IRB members and institutional officials are notified of all research that is approved by expedited review procedures. Actions and findings are documented in a summary that is posted and can be printed from the HRPP secure websites.

12. Record Retention

Records of research undergoing expedited and/or administrative review, including materials submitted and related correspondence, are retained by the Office of Responsible Research Practices in accordance with HRPP policy [IRB Recordkeeping]. Records will include the expedited category or categories under which determinations were made, as applicable, and any finding(s) required by regulations, including protocol-specific information justifying the finding(s).

13. Applicable Regulations/Guidance

21 CFR 56.110, pre-2018 Rule and Final Rule (45 CFR 46.109, 45 CFR 46.110), “Categories of Research That May Be Reviewed by the Institutional Review Board (IRB) Through an Expedited Review Procedure” (63 FR 60364-60367, 11/09/98), OHRP “Guidance on IRB Continuing Review of Research” (11/10/10), OHRP “Guidance on IRB Approval of Research with Conditions” (11/10/10), OHRP “Guidance on the Use of Expedited Review Procedures” (08/11/03), OHRP “Institutional Review Board Written Procedures: Guidance for Institutions and IRBs” (08/18), OHRP “2018 Requirements FAQs.”

14. History

Issued: 10/19/2007
Revised: 09/19/2008, 11/25/2008, 12/08/2009, 03/01/2012, 05/19/2012, 06/14/2016, 12/19/2016, 04/15/2019
Edited: 04/28/2009, 03/02/2017, 01/14/2022, 04/20/2022
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Minor Changes to Approved Research
 
Minor changes to research are those that in the judgment of the IRB do not affect assessment of the risks and benefits of the study by substantially altering any of the following:
· Research aims or methodology
· Nature of subject participation
· Level of risk
· Proposed benefits
· Participant population
· Qualifications of the research team
· Facilities available to support the safe conduct of the research
A minor change does not increase risk more than minimally or add procedures in research categories other than those that qualify for expedited initial review.
 
Examples of changes to previously approved research that may be considered minor (and may be reviewed using expedited procedures) when they do not alter the risk/benefit ratio include:
· Changes in study documents, such as recruitment materials, consent forms, questionnaires, etc. that do not materially affect participation of the subject in the study or alter the meaning of the text (e.g., formatting, phone or room numbers, etc.)
· Clarifications of the study protocol, procedures, or consent language that do not introduce new procedures or information
· Changes in wording or deletions of a question(s) on a survey or in the material properties of a stimulus, where the change or deletion does not alter the fundamental meaning of the item for the research or change the nature of the subject’s participation in the study
· Addition of a standardized survey instrument that does not substantially increase risk to participants or the duration of their study participation
· Addition of advertisements or recruitment materials that are not considered coercive and are easily compared to the approved informed consent script or document
· Increases in numbers of participants, who are identified and recruited by approved methods from currently approved populations, or increases in local site enrollment in multi-site studies where the increase does not exceed the approved total number of participants across all sites
· Decreases in number or frequency of data collection points that do not compromise study integrity or decrease safeguards for participants
· Changes in data handling, storage, or security that maintain a similar or increased level of confidentiality protections for the study data
· Changes in incentives for adult participants that are not considered coercive, do not present undue influence, and are not contingent upon completion of the entire study
· Changes in investigators or research staff with similar or greater qualifications to perform or assist in the research
· Addition of new study sites that are not substantially different (e.g., qualifications of study personnel, research environment, etc.) than those already approved for the research and that do not require collaborative agreements
· Addition of translations of previously approved materials
[bookmark: Attach2]
Attachment 2.

Categories of Research That May Be Reviewed by the Institutional Review Board (IRB) through an Expedited Review Procedure

Applicability
(A) Research activities that present no more than minimal risk to human subjects and involve only procedures listed in one or more of the following categories may be reviewed by the IRB through the expedited review procedure. The activities listed should not be deemed to be of minimal risk simply because they are included on this list. Inclusion on this list merely means that the activity is eligible for review through the expedited review procedure when the specific circumstances of the proposed research involve no more than minimal risk to human subjects.
(B) The categories in this list apply regardless of the age of subjects, except as noted.	
(C) The expedited review procedure may not be used where identification of the subjects and/or their responses would reasonably place them at risk of criminal or civil liability or be damaging to the subjects financial standing, employability, insurability, reputation, or be stigmatizing, unless reasonable and appropriate protections will be implemented so that risks related to invasion of privacy and breach of confidentiality are no greater than minimal.
(D) The expedited review procedure may not be used for classified research involving human subjects.
(E) IRBs are reminded that the standard requirements for informed consent (or its waiver, alteration, or exception) apply regardless of the type of review – expedited or convened – utilized by the IRB.
(F) Categories one (1) through seven (7) pertain to both initial and continuing IRB review.

Research Categories
1. Clinical studies of drugs and medical devices only when condition (a) or (b) is met.
a. Research on drugs for which an investigational new drug application (21 CFR 312) is not required Note: Research on marketed drugs that significantly increases the risks or decreases the acceptability of the risks associated with the use of the product is not eligible for expedited review.
b. Research on medical devices for which an investigational device exemption application (21 CFR 812) is not required or the medical device is cleared/approved for marketing and the medical device is being used in accordance with its cleared/approved labeling
2. Collection of blood samples by finger stick, heel stick, ear stick, or venipuncture as follows:
a. Samples from healthy, non-pregnant adults who weigh at least 110 pounds; for these subjects, the amounts drawn may not exceed 550 ml in an 8-week period and collection may not occur more frequently than 2 times per week, or
b. Samples from other adults and children, considering the age, weight, and health of the subjects, the collection procedure, the amount of blood to be collected, and the frequency with which it will be collected; for these subjects, the amount drawn may not exceed the lesser of 50 ml or 3 ml/kg in an 8-week period and collection may not occur more frequently than 2 times per week
3. Prospective collection of biological specimens for research purposes by noninvasive means. Examples:
a. Hair and nail clippings in a non-disfiguring manner
b. Deciduous teeth at time of exfoliation or if routine patient care indicates a need for extraction
c. Permanent teeth if routine patient care indicates a need for extraction
d. Excreta and external secretions (including sweat)
e. Uncannulated saliva collected either in an unstimulated fashion or stimulated by chewing gumbase or wax or by applying a dilute citric solution to the tongue
f. Placenta removed at delivery
g. Amniotic fluid obtained at the time of rupture of the membrane prior to or during labor
h. Supra- and sub-gingival dental plaque and calculus, provided the collection procedure is not more invasive than routine prophylactic scaling of the teeth and the process is accomplished in accordance with accepted prophylactic techniques
i. Mucosal and skin cells collected by buccal scraping or swab, skin swab, or mouth washings
j. Sputum collected after saline mist nebulization
4. Collection of data through noninvasive procedures (not involving general anesthesia or sedation) routinely employed in clinical practice, excluding procedures involving x-rays or microwaves. Where medical devices are employed, they must be cleared/approved for marketing. (Studies intended to evaluate the safety and effectiveness of the medical device are not generally eligible for expedited review, including studies of cleared medical devices for new indications.)  Examples:
a. Physical sensors that are applied either to the surface of the body or at a distance and do not involve input of significant amounts of energy into the subject or an invasion of the subject’s privacy
b. Weighing or testing sensory acuity
c. Magnetic resonance imaging
d. Electrocardiography, electroencephalography, thermography, detection of naturally occurring radioactivity, electroretinography, ultrasound, diagnostic infrared imaging, doppler blood flow, and echocardiography
e. Moderate exercise, muscular strength testing, body composition assessment, and flexibility testing where appropriate given the age, weight, and health of the individual
5. Research involving materials (data, documents, records, or specimens) that have been collected, or will be collected solely for non-research purposes, such as medical treatment or diagnosis. Note: Some research in this category may be exempt from the DHHS regulations for the protection of human subjects. This listing refers only to research that is not exempt.
6. Collection of data from voice, video, digital, or image recordings made for research purposes.
7. Research on individual or group characteristics or behavior (including, but not limited to, research on perception, cognition, motivation, identity, language, communication, cultural beliefs or practices, and social behavior) or research employing survey, interview, oral history, focus group, program evaluation, human factors evaluation, or quality assurance methodologies. Note: Some research in this category may be exempt from the DHHS regulations for the protection of human subjects. This listing refers only to research that is not exempt.
8. Continuing review of research previously approved by the convened IRB as follows:
a. Where the research is permanently closed to the enrollment of new subjects, all subjects have completed all research-related interventions, and the research remains active only for long-term follow-up of subjects, or
b. Where no subjects have been enrolled and no additional risks have been identified, or
c. Where the remaining research activities are limited to data analysis.
9. Continuing review of research, not conducted under an investigational new drug application or investigational device exemption where categories two (2) through eight (8) do not apply, but the IRB has determined and documented at a convened meeting that the research involves no greater than minimal risk and no additional risks have been identified.
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1. Overview

The IRBs have the authority to suspend or terminate previously approved research that is not being conducted in accordance with IRB requirements or that has been associated with unexpected serious harm to subjects.

This policy describes the conditions under which the IRBs may suspend or terminate previously approved research and the procedures to be followed when suspending or terminating previously approved research.

2. Definitions

Suspension: An action taken by the IRB chairs, vice chairs, or convened IRBs to withdraw approval for some research activities, temporarily or permanently, or all research activities temporarily, short of permanently withdrawing approval for all research activities. The institutional official may also suspend research on an urgent basis. Note: Similar actions taken by investigators or sponsors to stop research activities are not suspensions as described by HRPP policy.

Termination: An action taken by the convened IRBs to permanently withdraw approval for all research activities (except for those follow-up procedures that may be necessary to protect the health and/or welfare of participants). Note: Similar actions taken by investigators or sponsors to stop research activities are not terminations as described by HRPP policy.

3. General Information on Suspensions and Terminations

A. Information indicating that research is not being conducted in accordance with IRB requirements or that it has been associated with unexpected harm to subjects may arise from various sources, including (but not limited to) continuing reviews, event reports, allegations of potential noncompliance, and/or subject complaints.

B. When further investigation is required to determine whether suspension or termination is warranted, the investigation will be conducted as described in HRPP policy [Noncompliance] or [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems].

C. Corrective actions (e.g., modification of the research procedures, education for investigators and/or research staff) will be considered in association with suspensions or terminations as described in HRPP policy [Noncompliance] or Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems].

D. The IRBs will report all suspensions or terminations of IRB approval to IRB members, investigators, regulatory agencies, and institutional officials as described in HRPP policy [IRB Reporting – Unanticipated Problems, Noncompliance, Suspensions, and Terminations].

4. Suspensions

A. When there is reason to believe that research activities should be stopped, the IRB chair, vice chair, or applicable convened IRB may suspend approval of any or all research activities in order to protect participants. The institutional official may also suspend research, as needed, on an urgent basis.

B. When IRB approval of research is suspended, the institutional official, IRB chairs, vice chairs, or convened IRBs will consider actions such as the following to protect the rights and welfare of participants, as appropriate:
· Notification of current and/or former participants
· Transferring responsibility for the research and participants to another investigator
· Continuation of participants in the research with an independent monitor
· Withdrawal of current participants from the research
· Requiring arrangements for care of participants outside the research
· Requiring or permitting follow-up of participants (e.g., for safety reasons)
· Arranging for compensation of current and/or former participants

C. When participants are to be withdrawn from the research, the institutional official, IRB chairs, vice chairs, or convened IRBs will evaluate whether the procedures for withdrawal consider the rights and welfare of enrolled participants.

D. When study approval is suspended, the reason(s) will be communicated to the investigator(s), along with any actions required to protect the rights and welfare of current or past research participants. Other IRBs responsible for oversight of the investigator(s)’ research will also be notified, if applicable.

E. Suspensions of approval may be lifted by the institutional official, IRB chairs, vice chairs, or convened IRBs if there are no longer concerns about:
a) Potential harm(s) to research participants
b) Investigator or research staff noncompliance
c) Other issues that were related to or resulted in suspension (e.g., drug manufacturer’s recall)

F. Modifications made to the research (if any) as a result of the suspension will be reviewed by the convened IRBs when changes represent more than minor changes, as defined by HRPP policy [Expedited and Administrative Review Procedures].

G. When the chair, vice chair, or institutional official suspends research, the suspension will be reported to the applicable convened IRB at the next available meeting. The convened IRB will determine whether to continue the suspension, re-instate IRB approval, or terminate approval of the research.

5. Terminations

A. The convened IRBs may terminate previously approved research when the research is not being conducted in accordance with IRB requirements or when the research is associated with unexpected serious harm to subjects as described in HRPP policy [Noncompliance] and [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems]. Note: Similar actions taken by investigators or sponsors to stop research activities are not terminations as described by this policy.

B. When IRB approval of research is terminated, the convened IRBs will consider actions such as the following to protect the rights and welfare of participants, as appropriate:
· Notification of current and/or former participants
· Transferring responsibility for research participants to another investigator
· Withdrawal of current participants from the research
· Requiring arrangements for care of participants outside the research
· Requiring or permitting follow-up of participants (e.g., for safety reasons)
· Arranging for compensation of current and/or former participants

C. When participants are to be withdrawn from the research, the convened IRBs will evaluate whether the procedures for withdrawal consider the rights and welfare of enrolled participants.

D. When study approval is terminated, the reason(s) will be communicated to the investigator(s), along with any actions required to protect the rights and welfare of current or past research participants. Other IRBs responsible for oversight of the investigator(s)’ research will also be notified, if applicable.

6. Investigator Responsibilities

Upon notification that research has been suspended or terminated by the IRB, the investigator(s) is responsible for the following:
· Stopping enrollment and research activities as required by the IRB
· Cooperating with any investigation directed by the IRB or IRB Investigative Committee
· Assisting with and/or carrying out actions required by the IRB to protect the rights and welfare of participants (e.g., notification, withdrawal, follow-up, etc.)
· Reporting to the IRB any adverse events or outcomes encountered during suspension or termination of the research in accordance with HRPP policy [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems] 

7. Applicable Regulations/Guidance

21 CFR 56.108, 21 CFR 56.113, 45 CFR 46.103, 45 CFR 46.113, OHRP “Guidance on Reporting Incidents to OHRP” (06/20/11)

8. History
Issued: 07/21/2008
Revised: 04/28/2009, 05/19/2012, 06/14/2016
Edited: 05/06/19, 01/14/2022, 04/20/2022



[bookmark: _Toc656560499][bookmark: B12][bookmark: _Toc212142209][bookmark: _Toc225507749]Appendix B-12  Recruiting Methods, Recruitment Materials, and Participant Compensation

1. Overview

Methods used to recruit and compensate research participants must be free from coercion or undue influence, respect the privacy rights of prospective participants, and provide for their fair and unbiased selection. As with the informed consent process, investigators and IRBs must consider the content, comprehensibility, and voluntariness of the methods used to recruit participants.

The purpose of this policy is to describe recruiting methods, recruitment materials, and participant compensation plans that minimize the possibility of coercion and help ensure equitable selection. Recruiting methods, recruitment materials, and plans for participant compensation used in human subjects research must first be approved by the IRB (except for certain recruitment materials identified below). 

2. Definitions

Recruiting Methods: Materials, compensation, and other practices or procedures used to inform potential participants about research. Note: Methods for recruiting research participants are generally distinguished from those of marketing, advertising, or public relations’ efforts, which have the goal of promoting a product, service, or idea.

Recruitment Materials: Announcements; advertisements; flyers; posters; scripts for telephone or other oral communication; letters or email messages; bulletin board tear-offs; Internet postings; newspaper, radio, television, or video broadcasts, or other media used to attract potential participants for research. Note: Communications intended for health professionals, news stories, and other public audiences are not considered recruitment materials. 

Compensation: Payment, merchandise, class credit, or other gift or service provided to research participants or their legally authorized representatives to reimburse them for their time, effort, and/or for any out-of-pocket expenses associated with research participation. Note: Compensation is sometimes distinguished from an incentive or inducement, which is generally thought of as a payment or other offering that is “over and above” reimbursement and intended to encourage research participation.

Finder’s Fee: Payment made by an investigator or sponsor to an organization or individual for identifying and/or referring potential participants for research.

Recruitment Bonus: Payment, merchandise, or other gift or service offered by a sponsor as an incentive or reward to an organization, an investigator, or key personnel conducting research designed to accelerate recruitment that is tied to enrollment rate, timing, or numbers.

3. General Information on Participant Recruitment

As a criterion for approval, IRBs are required to assure that selection of subjects is equitable, taking into account the purpose(s) of the research and the setting in which the study will be conducted. This assessment also requires consideration of whether any potential participants are vulnerable to coercion or undue influence. Investigators and IRBs will consider the participants likely to respond to the type(s) and location(s) of recruitment efforts, as well as proposed incentives, to avoid potential inequalities in participant selection and to balance protection of participants who might be considered vulnerable with their opportunity to participate in the research.

4. Recruiting Methods

A. Participants may be recruited from a variety of sources including medical centers, businesses, schools, churches, support groups, and health fairs, using a variety of methods, such as referral, telephone solicitation, Internet posting, flyer, and media announcement or advertisement. Individuals involved in recruitment of participants, beyond providing information about the availability of the study and contact information for the investigator, are considered to be “engaged in research” and must have IRB approval to perform this activity.

B. Recruiting methods (including the proposed inclusion and exclusion criteria) will be designed to ensure that vulnerable subjects are not systematically selected solely due to ease of availability, compromised positions, or manipulability.

C. Recruitment should result in the selection of participants accurately reflecting the question under study and not disproportionately involving participants from groups unlikely to be among the beneficiaries of future applications of the research.

D. The IRBs will consider the medical, employment, and educational status of participants, as well as available financial, emotional, and community resources when determining whether participants can be recruited fairly, informed adequately, and appropriately compensated.

E. Accepting a finder’s fee for identification and referral of participants by investigators, research staff, or referring health care providers is not permitted because of the potential for coercion of participants or conflict of interest on the part of the individual making the referral. Note: Several professional associations, including the American Medical Association (Council on Ethical and Judicial Affairs Code of Ethics, E-6.03) and American Psychological Association (Ethical Principles of Psychologists and Code of Conduct) consider the use of finder’s fees to be unethical. 

F. Paying or accepting a recruitment bonus or other incentive tied to the timing or rate of enrollment or number of enrolled participants is not permitted.

G. To avoid potential invasions of privacy, investigators may not directly contact potential participants identified from privately held sources (e.g., physicians’ practices, teachers’ class lists, previous research participation) without the participants’ (or their legally authorized representatives’) permission. This does not include listservs or other lists without a reasonable expectation of privacy (e.g., magazine subscribers, professional organization members). Whenever possible, methods of contact that are the “least intrusive” should be considered, e.g., allowing interested potential participants to initiate contact with the research team.

The IRBs must evaluate the appropriateness of the proposed number and frequency of recruitment attempts to ensure the least intrusive process is considered, and to avoid the possibility of coercion or undue influence. The IRB may require an option for participants to opt out of future contact. 

H. The IRBs must evaluate the appropriateness of recruiting methods that propose enrollment of participants such as employees or students who are directly supervised or taught by the investigator(s) to ensure voluntary participation and equitable selection. Investigators proposing to recruit participants from their own patient, student, or client populations must also consider strategies to avoid the possibility of coercion or undue influence.

I. For studies that require participant identification or referral by a primary family member participating in the study (e.g., proband in genetic studies), consideration must be given to the privacy interests and the potential for coercion of family members.

J. Investigators must ensure that methods for reviewing and/or obtaining protected health information from medical records or clinical databases during the recruitment of potential participants are compliant with the requirements of the HIPAA Privacy and Security Rules and university policy [e.g., University Hospital Policy 09-11: Use of Patient Information by Hospitals and Medical Staff and the university Protected Health Information and HIPAA policy].

K. The proposed use of student education records for identifying and recruiting potential participants must comply with the requirements of the Family Educational and Rights Privacy Act (FERPA).

L. Use of university computing resources to recruit potential participants must comply with university policies on [Responsible Use of University Computing and Network Resources] and [Institutional Data].

M. Individually identifiable records of persons who decline research participation or do not meet study entry criteria (e.g., screening logs) can be retained as necessary to generate a “do not contact” list, provided that, when possible, the persons are informed of the list and appropriate confidentiality of the data is maintained. When this information is requested by sponsors to verify enrollment efforts, data provided must not be individually identifiable.

N. Recruiting methods will be described in the Buck-IRB application, including the subject inclusion/exclusion criteria. Changes in approved recruiting methods or the proposed participant population are amendments to the research and must be submitted to the IRB for review and approval before initiating these changes.

5. Recruitment Materials

A. Recruitment materials are considered to be part of the informed consent process and must follow the requirements for informed consent described in HRPP policy [Informed Consent Process and the Elements of Informed Consent].

B. Recruitment materials must meet the following general requirements:
· Purpose indicates that the activity is research.
· Potential benefits of participation are not coercive or misleading.
· Compensation is not overly emphasized, coercive, or misleading.
· Materials are free of deception and exculpatory language.
· Font size or other visual effect is not coercive or misleading.
· Language and terminology are appropriate for the intended audience.

C. Information included in recruitment materials (including oral recruitment scripts) should usually be limited to information prospective participants need to determine their eligibility and interest, such as:
· Name and contact information of the investigator, research facility, and/or the organization conducting the study
· Brief description of the condition or concept being studied and/or the purpose of the research
· Summary of criteria that will be used to determine study eligibility (or exclusion)
· Brief list of any benefits of participation
· Time or other commitment required of the participants
· Location of the research
· If payment is being offered:
· Statements about payment should not be emphasized by LARGE or bold type relative to other statements (if in writing).
· The amount of payment should be preceded by “up to” (e.g., “up to $100”) if not all participants will receive the full amount.
· Person or office to contact for further information

D. For FDA-regulated research, recruitment materials must NOT include any of the following:
· Any direct or implied claim that the purpose of the study is to provide treatment for a condition or disease, or that the research will improve a subject’s medical condition
· Any claim (directly stated or implied) that a drug, biologic, or device being studied is safe and effective, or equal or superior to, an existing treatment
· Any claim (explicit or implicit) about a drug, biologic, or device being studied that is inconsistent with FDA labeling
· Any statement (direct or implied) that the research is approved by the FDA
· Statements that promise “free medical treatment,” when the intent is that subjects will not be charged for participation
· Use of terms such as “new treatment,” “new medication,” “new drug,” or “new device” without explaining that the drug, biologic, or device is investigational
· For studies involving a placebo, descriptions of study design, drug allocation, or potential benefits without acknowledging the possibility that subjects may receive a placebo
· Exculpatory language (e.g., releasing the investigator or sponsor from liability)

E. When advertisements are to be used, the IRBs will review the following:
· Information contained in the advertisement
· Mode of its communication
· Final copy of printed or internet advertisements
· Script and final audio/video recording of recorded advertisements (see below)

F. The “final” version of recruitment materials, along with a description of how, where, and by whom these materials will be distributed should be submitted to the IRB at the time of initial protocol submission, when possible. Recruitment materials developed or revised after IRB approval must be submitted to the IRB as an amendment and approved prior to use.

G. The following types of recruitment materials do NOT require IRB review:
Listings of IRB-approved studies, including Internet registries, when the information provided in the listing is limited to basic information, such as the title of the study, basic eligibility criteria, study site location(s), and information on how to contact the site for further information.

6. Participant Compensation

A. Participants or their legally authorized representatives may be reimbursed for out-of-pocket expenses such as parking or travel costs and/or compensated for time, effort, or other commitment associated with research participation. Compensation may be in the form of payment, merchandise, class credit, or other offering that is intended to encourage or reward research participation.

B. Investigators may compensate participants using any (one or combination) of the following models: “reimbursement,” “hourly wage,” “market” (higher pay for high risk/low benefit studies), “fair share” (fixed proportion of the per-subject reimbursement to investigators), or other method, provided undue inducements and inequitable selection are avoided.

C. Compensation for research participation is to be considered by investigators and the IRBs as a recruitment incentive rather than a benefit.

D. The IRBs will consider the cultural, financial, and educational status of participants when determining whether proposed compensation plans are appropriate. When payments are offered, the IRBs will review the amount of payment and proposed method and timing of disbursement to ensure that each is not coercive and does not present undue influence.

E. In reviewing proposed payments, the IRBs will determine that compensation for research participation meets the following criteria:
· The amount of reimbursement is comparable to other research projects involving similar time, effort, and inconvenience.
· Payments are not so large as to induce participants to accept risks that they would not otherwise undertake, i.e., consent to participate “against their better judgment”.
· As appropriate, credit for payment accrues as the study progresses and is not contingent upon the participant completing the entire study.
· Any amount paid as a bonus for completion is reasonable and not so large as to unduly induce participants to stay in a study when they would otherwise have withdrawn.
· All information concerning payment, including the amount, method, and schedule of payments, is described in the informed consent process.

F. Gift certificates, gift cards, and merchandise are acceptable forms of compensation if the certificate, card, or merchandise meets the criteria above. Investigators should not provide participants with products containing a corporate sponsor’s name, slogan, logo, or other marketing materials as a form of payment.

G. Payments to research participants will be provided and documented (including appropriate use/storage of social security numbers) as described in university policy [Policy on Payments to Research Subjects] and guidance on managing research subject payments. When participants who do not complete the entire study are to be paid, payments may be made as follows:
· Payment to a participant who withdraws from a study may be made at the time that the participant would have completed the research (or a phase of the research) had he/she not withdrawn.
· For short-term studies (e.g., lasting only a few days or weeks), a single payment at the end of the study is acceptable, even for participants who have withdrawn before then.

H. For research involving children, investigators will specify to whom payment will be provided (i.e., participants, their parent(s) or legal guardian, or both). Proposed incentives should generally be offered to participants, if appropriate, based on age and circumstances, with reimbursement for time and expenses provided to a parent or legal guardian.

I. Opportunities to participate in drawings or other games of chance are acceptable forms of compensation in accordance with Ohio law (ORC Sections 2915.04 and 3763.01), provided that all participants are eligible, including those who withdraw from the study.

J. Coupons good for a discount on the purchase price of an investigational drug or device once the drug or device has been approved for marketing may not be used.

K. Information describing when and how payments will be made to participants should be described in the protocol and informed consent process and submitted to the IRB for review and approval at the time of initial review, when possible. Compensation plans proposed or revised after IRB approval must be submitted to the IRB as an amendment and approved prior to use.

7. Applicable Regulations/Guidance

21 CFR 50.20, 21 CFR 56.111, 34 CFR 99, 45 CFR 46.111, 45 CFR 46.116, 45 CFR 160, 45 CFR 164, ORC 2915.04, ORC 3763.01, FDA Information Sheets: “Recruiting Study Subjects” and “Payment to Research Subjects,” The Ohio State University “Policy on Institutional Data” (08/15/14), The Ohio State University “Policy on Responsible Use of University Computing and Network Resources” (02/01/13), The Ohio State University “Policy on Payments to Research Subjects” (07/21/08), The Ohio State University “Protected Health Information and HIPAA” policy (06/02/21), University Hospital Policy 09-11: “Use of Patient Information by Hospitals and Medical Staff” (04/07/08)

8. History

Issued: 05/19/2008
Revised: 04/28/2009, 05/25/2012, 08/08/2014, 09/19/2016, 12/17/2018
Edited: 01/21/2022, 04/20/2022
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1. Overview

Federal regulations require that research involving human subjects includes adequate provisions to protect the privacy interests of participants and to maintain the confidentiality of data. This policy describes requirements for protecting privacy and confidentiality in research involving human subjects, including the use of National Institutes of Health (NIH) Certificates of Confidentiality.
2. Definitions

Identifiable, sensitive information (As defined by NIH for the purposes of Certificates of Confidentiality): Information about an individual, gathered or used during the course of biomedical, behavioral, clinical, or other research, through which the individual is identified, or there is at least a very small risk that some combination of the information, a request for the information, and other available data sources could be used to determine the identity of an individual. NIH policy defines this as “covered information.” Examples of identifiable, sensitive information include name, address, social security or other identifying number; and fingerprints, voiceprints, photographs, genetic information, tissue samples, or data fields that, when used in combination with other information, may lead to identification of an individual. 
Privacy: The state of being free from the observation, intrusion, or attention of others.
Confidentiality: In the context of human subjects research, the condition that results when data are maintained in a way that prevents inadvertent or inappropriate disclosure of participants’ identifiable information.
3. General Information

A. It is important to note the distinction between “privacy” and “confidentiality” in human subjects research. In general, privacy concerns are about the people involved in the research, whereas confidentiality issues are those associated with the data obtained for research purposes.

B. Provisions for protecting privacy and/or confidentiality are relevant at all stages of research, including subject identification and recruitment, research participation, and analysis of individually identifiable data. For additional information on protecting participant privacy during recruitment, see HRPP policy [Recruiting Methods, Recruitment Materials, and Participant Compensation].

4. Protecting Privacy Interests

A. Research involving human subjects must include adequate provisions to protect subjects’ privacy interests. Respect for potential participants’ right to privacy requires consideration of their interests in having control over the extent, timing, and circumstances of sharing themselves (physically, behaviorally, or intellectually) with others. For example, individuals might not want to participate in a study that involves their being seen entering a building that might stigmatize them, such as a substance abuse counseling center, or to provide personal information during an interview conducted in a crowded place (e.g., clinic waiting room).

B. What is considered to be “private” depends on the individual and may vary based on age, gender, ethnicity, socioeconomic class, education level, verbal skills, health, legal status, personality, and the individual’s relationship with the investigator. For example, protecting the privacy interests of a young child might mean having a parent present at a session with an investigator, while protecting the privacy interests of a teenager might mean having the parent absent. Knowledge of the characteristics of the potential participant population is important in considering research methods that respect privacy.

C. In the context of research, concerns about possible “invasions of privacy” are primarily associated with methods used to obtain information about participants, such as by review of personally identifiable records. When evaluating potential privacy concerns raised by the use of identifiable private records, the following factors should be considered:
· The original purpose of the records
· Sensitivity of the information involved (e.g., medical vs. attendance records)
· Potential risk of harm from unintended disclosure of the information
· Whether the research requires access to the identifiable private information

D. In considering the sensitivity of identifiable private information, investigators and IRBs should evaluate whether disclosure of the information could be embarrassing or damaging to the participants’ reputation, financial standing, employability or insurability, or place participants at risk of criminal or civil liability.

E. Access to and/or use of identifiable patient information from medical records or clinical databases for research purposes must comply with the requirements of the HIPAA Privacy and Security Rules and university policy (e.g., [University Hospital Policy 09-11: Use of Patient Information by Hospitals and Medical Staff] and the university Protected Health Information and HIPAA policy]).

F. The proposed use of student education records in research must comply with the requirements of the Family Educational and Rights Privacy Act (FERPA).

G. Information collected by observation of individuals can also raise concerns about possible invasions of privacy, particularly when the individuals are unaware that they are being observed, and/or the behaviors are observed in “quasi-public” places where individuals have a reasonable expectation of privacy (e.g., a physician’s waiting room). To minimize potential risks, observations should be recorded whenever possible in a manner that does not allow participants to be identified, either directly or through identifiers linked to them. When identifiers are necessary for the research, adequate provisions for maintaining the confidentiality of the data are required.

5. Maintaining Confidentiality

A. Research involving human subjects must include adequate provisions to maintain the confidentiality of research data. Maintaining confidentiality requires safeguarding the information that an individual has disclosed in a relationship of trust and with the expectation that it will not be disclosed to others without permission, except in ways that are consistent with the original disclosure. Confidentiality in the context of human subjects research also refers to the investigator’s agreement with participants, when applicable (i.e., through participants’ informed consent), about how their identifiable private information will be handled, managed, and disseminated.

B. Provisions for maintaining the confidentiality of data are necessary for most research studies. However, in some types of research, such as in oral history or ethnographic research, individuals may wish to be acknowledged for their research participation. In determining the extent to which confidentiality will be maintained, the nature of the information collected and expectations of potential research participants should be considered.

C. Methods for keeping data confidential range from using routine precautions, such as substituting codes for participant identifiers and storing data in locked cabinets, to more elaborate procedures involving statistical methods (e.g., error inoculation), data encryption, or use of honest brokers. The method(s) selected depends on the nature of the information collected and potential risk to participants from a breach of confidentiality. Consideration should be given to requirements for data security and retention throughout and following completion of the study. Methods for handling and storing data (including the use of personal computers and portable storage devices) must comply with university policies. Restricted data, including protected health information, must be encrypted if stored or used on portable devices, if removed from a secure university location, or if electronically transmitted. For more information, see [Institutional Data Policy] and [Research Data Policy].

D. Individuals are to be informed about the extent to which confidentiality of their data will be maintained during all phases of the study, including who will have access to the data, what security measures will be used, and where data will be stored. Extensive security procedures may be needed in some studies, either to give individuals the confidence they need to participate and answer questions honestly, or to enable researchers to offer strong assurances of confidentiality. Complete confidentiality should not be promised, however, unless personal identifiers have not been obtained or recorded.

E. Keeping the identities of participants confidential may be as important (or more important) than keeping the data obtained from/about them confidential, especially in studies where individuals are selected because of a sensitive, stigmatizing, or illegal characteristic (e.g., persons who have sought treatment in a drug abuse program, tested positive for HIV, or have engaged in underage alcohol use). Additional measures to safeguard confidentiality may be considered in such cases, such as a waiver of documentation of consent (i.e., to minimize the risk of breach of confidentiality from having a signed form linking the participant with the research). For more information on waiver of the requirement for documenting informed consent, see HRPP policy [Documentation of the Informed Consent Process]. NIH Certificates of Confidentiality may also be used in certain situations to provide additional protections (see below). 

6. [bookmark: top][bookmark: coc]NIH Certificates of Confidentiality

A. Certificates of Confidentiality are issued by NIH to protect the privacy of research participants and the confidentiality of research data. These certificates are used to resist attempts to force disclosure (e.g., by subpoena) of identifiable, sensitive information (covered information), allowing investigators and others who have access to research records to refuse to disclose the identifiable information of research participants in any civil, criminal, administrative, legislative, or other proceeding at the federal, state, or local level. The Certificate also prevents disclosure to any other person not connected with the research, research participants’ names or any information, document or biospecimens that contain covered information and was created or compiled for the purposes of the research without the participant’s consent. Certificates of Confidentiality, however, do not eliminate the need for investigators and IRBs to assure that appropriate data security measures are in place to protect research participants' identifiable information.

B. All ongoing or new research funded wholly or in part by NIH as of December 13, 2016, that is collecting or using identifiable, sensitive information is automatically issued a Certificate of Confidentiality. Funding may be provided through a grant, cooperative agreement, R&D contract, or other transaction award. The certificate applies to data collected or used during the funding period; if data collection will continue beyond the NIH funding period, an extension should be requested to assure continuity of protections. An extension is not needed if data collection is complete by the end of the funding period as the covered information is protected in perpetuity. 

C. Certificates of Confidentiality are not limited to federally funded research. They may be requested for any biomedical, behavioral, or other type of research, provided that the research project is: 
· Collecting or using identifiable, sensitive information as defined above
· A topic that is within the HHS health-related research mission
· Storing the research information collected or used in the United States

D. Participants must be informed about the protections provided by a Certificate of Confidentiality and any exceptions to these protections. Informed consent documents should describe the protections and any limitations of a certificate, including voluntary disclosures by research participants (e.g., to physicians), releases of information authorized in writing by participants (e.g., to insurers), and voluntary disclosures made by investigators (described below). For template language describing Certificates of Confidentiality, see Consent Template Language by Topic.

E. A Certificate of Confidentiality does not prevent an investigator from disclosing covered information when required by Federal, State, or local laws. For example, Certificates of Confidentiality cannot be used to protect research participants from disclosures of their sensitive, identifiable information, such as evidence of child abuse, threats of violence to self or others, reasonable knowledge that a felony has been (or is being) committed, or reportable communicable diseases, by investigators who are subject to mandatory reporting requirements under Ohio law. An investigator’s intention to report such (or other) information must be specified in the consent form.

Researchers with a certificate may disclose covered information for the purposes of scientific research that is compliant with human subjects’ regulations. Any investigator or institution who receives a copy of covered information to carry out part of the research is also subject to the certificate’s requirements.
F. For more information on Certificates of Confidentiality see the National Institutes of Health “Certificates of Confidentiality – Human Subjects.” 

7. Applicable Regulations/Guidance

21 CFR 56.111, 45 CFR 46.111, OHRP Institutional Review Board Guidebook: “Privacy and Confidentiality” (1993), The Ohio State University “Policy on Institutional Data” (08/15/14), The Ohio State University “Research Data Policy” (09/18/09, edited 03/24/2017), The Ohio State University “Protected Health Information and HIPAA” policy (06/02/21), NIH Certificates of Confidentiality Kiosk, 2017 NIH Certificates of Confidentiality Policy (10/01/2017), University Hospital Policy 09-11: “Use of Patient Information by Hospitals and Medical Staff” (04/07/08)

8. History

Issued: 09/15/2008
Revised: 04/28/2009, 05/25/2012, 02/13/2013, 09/19/2016, 02/18/2019
Edited: 01/07/2010, 01/21/2022, 04/20/2022
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        LANGUAGE IN GRAY BOXES IS ONLY APPLICABLE TO STUDIES APPROVED ON/AFTER JANUARY 21, 2019
1. Overview

Informed consent is an essential part of ethical human subjects research. Institutional Review Boards and investigators are responsible for ensuring that research subjects provide informed consent prior to participating in research unless the requirement for informed consent is waived or altered (in non-exempt research) by the IRB.
This policy describes the requirements for valid informed consent processes, required and additional elements of consent disclosure, and the criteria for waiver or alteration of these requirements.

2.  Definitions

Informed Consent: Agreement to participate in research expressed by an individual (or his/her legally authorized representative) authorized under applicable law to make such decisions, based on sufficient information (e.g., regarding possible risks and benefits of the research) and adequate opportunity to consider voluntary participation. Also: legally effective informed consent.

Legally Authorized Representative: An individual, judicial, or other body authorized under applicable law to consent on behalf of a prospective subject to the subject’s participation in the procedure(s) involved in the research. For purposes of HRPP policy, the following are recognized in Ohio as legally authorized representatives:
Persons appointed as health care agents under an Ohio durable power of attorney for health care
Court-appointed guardians
Next of kin in the following order: spouse, adult child, parent, and adult sibling

Coercion: Persuasion (i.e., of an unwilling person) to do or agree to something by using obvious or implied force or threats.

Exculpatory Language: As it applies to informed consent, any written or verbal communication through which a research participant (or his/her legally authorized representative) is asked to waive or appear to waive any of the participant’s legal rights or to release (or appear to release) the investigator, sponsor, or institution or its agents from liability for negligence.

Undue Influence: Excessive or inappropriate reward or other incentive in which a person is induced to act otherwise than by his/her own free will or without adequate consideration of the consequences.

Clinical Trial: A research study in which one or more human subjects are prospectively assigned to one or more interventions (which may include placebo or other control) to evaluate the effects of the interventions on biomedical or behavioral health-related outcomes.

3. General Information

A. Informed consent is an essential part of ethical human subjects research. The requirement to obtain the informed consent of individuals before involving them in research is founded on the principle of respect for persons, one of the three ethical principles governing human subjects research described in the Belmont Report. “Respect for persons” requires that individuals are treated as autonomous agents, the rights and welfare of persons with diminished autonomy are appropriately protected, and potential research participants are “given the opportunity to choose what shall or shall not happen to them.”

B. The consent process involves more than a consent form. Informed consent has been described as an “interactive process that involves the researcher informing potential participants of the purposes and procedures of the research, the risks and benefits associated with the study, and how the data provided by the participant will be protected and stored” (AAA Statement on Ethnography and Institutional Review Boards). This discussion must be culturally and linguistically appropriate for the population under study.

C. In addition to the language and content of the consent process, the nature and circumstances of the process are also important aspects of informed consent. Circumstances such as, who will conduct the consent discussion, who will provide consent, and the timing of obtaining consent (including any waiting period between informing the participant and obtaining consent), are critical to facilitating the participant’s understanding of what has been disclosed and promoting the voluntariness of the participant’s decision about whether or not to participate in the research.

D. Informed consent is an ongoing process. Even in the absence of new information or changes to research procedures, periodic review or confirmation of a participant’s consent is often desirable, e.g., in studies that take place over a long period of time, particularly complex studies, or longitudinal studies involving progressive disorders or aging populations. Participants must be in a position to freely decide whether to withdraw or to continue participating in the research.

E. Projects involving deception or incomplete disclosure of material aspects of the research must meet the criteria for a waiver or alteration of informed consent. When appropriate, participants should be given additional pertinent information (debriefed) after they have participated in such a study. Debriefing procedures and materials must be submitted for IRB review. If investigators believe debriefing is not an appropriate procedure for the proposed study, or that the debriefing could cause more harm than the deception/incomplete disclosure itself, appropriate justification must be provided to the IRB. The IRB will make a final determination about whether debriefing is necessary and whether the proposed process is sufficient.

4. Attributes of the Consent Process

To meet the federal requirements for informed consent, the consent process must have all of the following attributes:
· An investigator (or approved designee) will obtain the informed consent of the potential subject or the subject's legally authorized representative, unless the requirement for consent has been waived or altered by the IRB. 
· The circumstances of the consent process will provide the subject or legally authorized representative sufficient opportunity to consider whether to participate.
· The circumstances of the consent process will minimize the possibility of coercion or undue influence. 
· The information provided during the consent process will be presented in language understandable to the subject or the subject’s legally authorized representative. 
· The information being communicated during the consent process is free of exculpatory language through which the subject or legally authorized representative is made to waive or appear to waive any of the subject’s legal rights or to release (or appear to release) the investigator, sponsor, or the university (or its agents) from liability for negligence.

5.  Informed Consent Components

A. Concise Summary
Lengthy and/or complex consent documents must begin with a concise and focused   summary of the key information that is most likely to assist a prospective subject or legally authorized representative in understanding the reasons why one might or might not want to participate in the research, and to encourage discussion about the pros and cons of research participation. The following items may be addressed in this summary: the purpose of the research, the expected duration, and the research procedures to be followed; the most important risks or discomforts (i.e., highest frequency or greatest severity); the reasonably expected benefits; and appropriate alternative procedures or courses of treatment. Other additional information may be needed based on the study design and the intended subject population. Information listed in the concise summary need not be repeated later in the consent form unless that information is necessary to help ensure the consent remains understandable to the subject. 
B. [bookmark: elements]Required Elements
The information provided during the consent process must be consistent with the federal requirements. Unless informed consent is waived or altered by the IRB (see “Waiver or Alteration of Informed Consent” below), the consent process must include the following basic elements: 
· A statement that the study involves research, explanation of the purposes of the research, expected duration of participation, description of the procedures to be followed, and identification of any procedures that are experimental
· A description of any reasonably foreseeable risks or discomforts to the subject
· A description of any benefits to the subject or to others that may reasonably be expected from the research
· Disclosure of appropriate alternative procedures or courses of treatment, if any, that might be advantageous to the subject
· A statement describing the extent, if any, to which confidentiality of records identifying the subject will be maintained
· Explanation of whom to contact for answers to pertinent questions about the research and the subject’s rights and whom to contact in the event of a research-related injury to the subject
· A statement that participation is voluntary, refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled, and that the subject may discontinue participation at any time without penalty or loss of benefits to which the subject is otherwise entitled
· One of the following statements about any research that involves the collection 
of identifiable private information or identifiable biospecimens:
· A statement that identifiers might be removed from the identifiable private information or identifiable biospecimens and that, after such removal, the information or biospecimens could be used for future research studies or distributed to another investigator for future research studies without additional informed consent from the subject or the legally authorized representative, if this might be a possibility
· A statement that the subject’s information or biospecimens collected as part of the research, even if identifiers are removed, will not be used or distributed for future research studies
· For research involving greater than minimal risk, an explanation about whether:
· Medical treatments are available if injury occurs and, if so, what they consist of or where further information can be obtained
· Compensation is available if injury occurs and, if so, an explanation as to what it consists of or where further information can be obtained
· For research regulated by FDA: 
· A statement that informs the subject of the possibility that FDA may inspect the records
· For applicable clinical trials, the following statement notifying the subject that clinical trial information has been or will be submitted for inclusion in the clinical trial registry databank: “A description of this clinical trial will be available on http://www.ClinicalTrials.gov, as required by U.S. law. This website will not include information that can identify you. At most, the website will include a summary of the results. You can search this website at any time.”
C. Additional Elements
One or more of the following elements will also be provided to potential participants during the consent process, when appropriate:
· A statement that the particular treatment or procedure may involve risks to the subject (or to the embryo or fetus, if the subject is or may become pregnant) that are currently unforeseeable
· Anticipated circumstances under which participation may be terminated by the investigator without regard to the subject’s consent
· Any additional costs to the subject that may result from participation in the research
· Consequences of a subject’s decision to withdraw from the research and procedures for orderly termination of participation by the subject
· A statement that significant new findings developed during the course of the research that may relate to the subject’s willingness to continue participation will be provided
· Approximate number of subjects involved in the study
· A statement that the subject’s biospecimens (even if identifiers are removed) may be used for commercial profit and whether or not the subject will share in this commercial profit
· A statement regarding whether clinically relevant research results, including individual research results, will be disclosed to subjects, and if so, under what conditions
· For research involving biospecimens, whether the research will (if known) or might include whole genome sequencing
Additional information beyond the basic and additional elements of consent (above) may also be required when the IRB determines that this information would meaningfully add to the protection of research participants.
6. Consent Language

A. Exculpatory Language
The informed consent process may not contain any exculpatory language through which the subject is made to waive or appear to waive any of the subject’s legal rights or release (or appear to release) the investigator, sponsor, or the university (or its agents) from liability for negligence. 
B. Complex Language
The information provided during the consent discussion must be presented in language understandable to the subject or the subject’s legally authorized representative. The consent discussion should not include complex, technical, or highly specialized language or medical jargon that would not be understandable to potential participants.
7. Special Considerations in Informed Consent

The circumstances of the consent process must provide potential participants or their legally authorized representatives sufficient opportunity to consider whether to participate and minimize the possibility of coercion or undue influence. When some or all of the participants are likely to be vulnerable to coercion or undue influence, prisoners, children, students, employees, or individuals with impaired decision-making capacity, additional safeguards are required to protect the rights and welfare of these participants.
Additional requirements for obtaining informed consent (or assent) in specific populations are described in the following HRPP policies:
· Pregnant women, fetuses, or neonates [Research Involving Pregnant Women, Human Fetuses, or Neonates]
· Prisoners [Research Involving Prisoners]
· Children [Research Involving Children] and [Assent and Parental Permission]
· Students or employees [Vulnerable Populations: Students, Employees, and Adults with Impaired Decision-Making Capacity]
· Adults unable to provide consent [Vulnerable Populations: Students, Employees, and Adults with Impaired Decision-Making Capacity]
· Non-English-speaking individuals [Short Form Informed Consent]

8. Observation of the Consent Process
According to the federal regulations, the IRB has the authority to observe or have a third party observe the consent process. Observation of the consent process can provide additional protections to research participants, e.g., in studies involving adults with diminished decision-making capacity or studies with complex interventions. Observation can be performed by members of the IRB, ORRP staff, or by other individuals designated by the IRB, investigator, or sponsor.

9. [bookmark: waiver]Waiver or Alteration of Informed Consent

In the limited circumstances described below, the IRBs can approve a consent process that does not include, or alters, some or all of the elements of informed consent.
A. Research on Public Benefit or Service Programs
The IRB can waive or alter the requirements for informed consent for non-exempt research examining state or local public benefit or service programs or certain features of those programs if all of the following criteria are met:
· The research or demonstration project is to be conducted by or subject to the approval of state or local government officials and is designed to study, evaluate, or otherwise examine public benefit or service programs, procedures for obtaining benefits or services under those programs, possible changes in or alternatives to those programs or procedures, or possible changes in methods or levels of payment for benefits or services under those programs.
· The research could not practicably be carried out without the waiver or alteration.
· The research is not FDA-regulated.
Note: Similar research conducted under federal authority or research conducted by (or subject to the approval of) a private entity would not qualify for this waiver.
B. Minimal Risk Research
The IRB can waive or alter the requirements for informed consent for non-exempt research that meets all of the following criteria:
· The research involves no more than minimal risk to subjects.
· The waiver or alteration will not adversely affect the rights and welfare of subjects.
· The research could not practicably be carried out without the requested waiver or alteration.
· If the research involves using identifiable private information or identifiable biospecimens, the research could not practicably be carried out without using such information or biospecimens in an identifiable format.
· Whenever appropriate, subjects or legally authorized representatives will be provided with additional pertinent information after participation.

C. Research Designed to Study Conditions in Children
The IRB can waive or alter the requirements for parental or guardian permission for certain non-exempt research involving children. For more information see HRPP policy [Assent and Parental Permission].
D. Planned Emergency Research
The IRB can approve a waiver of the requirements for informed consent for non-exempt research in life-threatening situations in which it is not possible to obtain informed consent from subjects or their legally authorized representatives. For more information see HRPP policy [Planned Emergency Research].
10. [bookmark: _Toc212098375]Exception to the Informed Consent Requirement 

Information or biospecimens can be obtained for the purposes of screening, recruiting, or determining eligibility of prospective subjects without informed consent (and without the need for the IRB to waive informed consent) if either of the following conditions are met:
· The investigator will obtain information through oral or written communication with the prospective subject or legally authorized representative. 
· [bookmark: _Toc212098376]The investigator will obtain identifiable private information or identifiable biospecimens by accessing records or stored (existing) identifiable biospecimens.


11. Posting of Clinical Trial Consent Forms

For clinical trials conducted or supported by a federal department or agency, the Final Rule requires that a copy of an unsigned, IRB-approved consent form be posted on a publicly available federal website (e.g., ClinicalTrials.gov). The funding awardee or federal department/agency is responsible for posting the form after recruitment is complete, but no later than 60 days after the last study visit. Proprietary or institutionally sensitive information may be redacted. Only one consent form per study must be posted regardless of the number of subject classes or study sites.

12. Applicable Regulations/Guidance

21 CFR 50.20, 21 CFR 50.25, 21 CFR 56.109, 21 CFR 56.111, pre-2018 and Final Rule (45 CFR 46.111, 45 CFR 46.116), American Anthropological Association Statement on Ethnography and Institutional Review Boards (Adopted by AAA Executive Board 06/04/04), APA Ethical Principles of Psychologists and Code of Conduct (Section 8.02), Code of Ethics of the American Anthropological Association (Approved 02/09), FDA “Questions and Answers on Informed Consent Elements, 21 CFR 50.25(c)” (02/12), FDA Information Sheets: “A Guide to Informed Consent” and Frequently Asked Questions “Informed Consent Process,” OHRP “Informed Consent Frequently Asked Questions” (revised 07/14/08), OHRP Guidance “Informed Consent – Legally Effective and Prospectively Obtained” (OPRR Reports 93-03, 08/12/93), OHRP Guidance “Tips on Informed Consent” (OPRR, revised 03/16/93), The Ohio State University Policy and Procedure Manuals for University Hospitals and James Cancer Hospital and Solove Research Institute (# 03-27), FDA Guidance “IRB Waiver or Alteration of Informed Consent for Clinical Investigations Involving No More Than Minimal Risk to Human Subjects” (07/17)

13. History
Issued: 09/08/2008
Revised: 03/31/2009, 05/12/2012, 06/28/2016, 08/28/2017, 12/17/2018
Edited: 01/21/2022, 04/20/2022


[bookmark: _Toc202346414][bookmark: B15][bookmark: _Toc212142212][bookmark: _Toc225507752]Appendix B-15 	Documentation of the Informed Consent Process
          

LANGUAGE IN GRAY BOXES IS ONLY APPLICABLE TO STUDIES APPROVED ON/AFTER JANUARY 21, 2019

1. Overview

Federal regulations require that in most circumstances informed consent is documented by use of a written consent form approved by the IRB and signed by the research participant or the participant’s legally authorized representative. Consent forms must include the required (and any applicable additional) elements of informed consent, unless the IRB approves either an alteration of consent, use of a short form stating that the elements of consent have been presented, or a waiver of the requirement for written documentation of the consent process.

2. Definition

Clinical Trial: A research study in which one or more human subjects are prospectively assigned to one or more interventions (which may include placebo or other control) to evaluate the effects of the interventions on biomedical or behavioral health-related outcomes.
3. General Information

A. The informed consent document provides key information regarding research participation and serves as a reference for participants or their legally authorized representatives. Although a signed consent form is usually required, alone it does not constitute an adequate informed consent process. For more information on the informed consent process, see HRPP policy [Informed Consent Process and the Elements of Informed Consent].

B. Unless waived or altered by the IRB, consent forms must include the basic elements of informed consent, and when appropriate, any additional elements as described below and by HRPP policy [Informed Consent Process and the Elements of Informed Consent].

4. Informed Consent Documents

A. Required Elements
Consent form templates containing the basic elements of informed consent are available on the ORRP website. To streamline IRB review and assure that regulatory requirements are met, use of the applicable consent template is generally required. The IRBs can also approve consent forms on a case-by-case basis in other formats that may more appropriately satisfy requirements for obtaining and documenting informed consent. The federally required consent elements are described in HRPP policy [Informed Consent Process and the Elements of Informed Consent].

B. Additional Elements
One or more additional elements of informed consent will also be provide to potential participants during the consent process, when appropriate, or as required when the IRB determines that the information would meaningfully add to the protection of research participants. The additional elements are described in HRPP policy [Informed Consent Process and the Elements of Informed Consent].
C. Exculpatory Language
Consent forms may not contain any exculpatory language through which the subject is made to waive or appear to waive any of the subject’s legal rights or release (or appear to release) the investigator, sponsor, or the university (or its agents) from liability for negligence. 
D. Complex Language
Consent forms must be written in language understandable to the participant or the participant’s legally authorized representative. Complex, technical, or highly specialized language or medical jargon should be explained in terms that potential participants are likely to understand. Generally, consent forms should be written at a 6th to 8th grade reading level. However, characteristics of the potential participant population should be considered when determining appropriate consent form language. Consent template language for specific topics (e.g., Certificate of Confidentiality) is available on the ORRP website (see Consent Template Language by Topic).

5. Short Form Consent Documents

Use of short form consent documents in Ohio State research is limited to situations involving a potential research participant or his/her legally authorized representative who does not speak/understand English, and enrollment of participants speaking the specific language was not anticipated (i.e., a translated consent form in the participant’s language has not been approved by the IRB). For more information on use of the short form consent, including witness, signature, and follow-up translation requirements, see HRPP policy [Short Form Informed Consent].

6. Signature and Recordkeeping Requirements

A. FDA regulations require that a participant or his/her legally authorized representative date the consent form at the time it is signed. Although not required by DHHS regulations, OHRP recommends that consent forms are dated to document that a participant’s informed consent was obtained prior to beginning research interventions or interactions. Ohio State consent form templates include a line for adding the date and time the consent form is signed. A copy of the consent document is to be given to the person signing the form.

B. A signed consent form that is sent to an investigator by facsimile (fax) or email is an acceptable method of documenting informed consent. When a signed consent form has been faxed, or scanned and returned through a secure email account, the original signed document need not also be provided.

C. Electronic signatures may be used to document consent, in compliance with 45 CFR 46, 21 CFR 11 and applicable FDA Guidance. A written copy (electronic or hard copy) must be given to the individual signing the consent form. Electronic versions of consent forms (when used to meet documentation requirements) must be available for review and retention by potential participants.

Complete signed consent forms should be stored confidentially in a secure location for at least three years after completion (or cancellation) of the research unless a longer retention period is required by other applicable university policy or contractual agreement. For more information on record retention see HRPP policy [IRB Recordkeeping].

7. Research Participants Unable to Sign a Consent Document

A. A person who speaks and understands English but does not read and write can be enrolled in a study by "making his/her mark" on the consent document. An adult who is not involved in the research will witness the informed consent process and sign the consent document.

B. A person who understands English but is physically unable to talk or write can be enrolled in a study if he/she is competent and able to indicate approval or disapproval by other means. The method used to communicate with the potential participant and the specific way in which the individual communicated agreement to participate in the study is to be documented on the consent form. An adult who is not involved in the research will witness the entire consent process and sign the consent document.

8. Consent Form Revisions

Consent forms should be revised when new information about reasonably foreseeable risks, potential benefits, or other information becomes available that will improve the consent process. Amendments to consent documents must be reviewed and approved by an IRB prior to the revised consent form being utilized, except when necessary to eliminate apparent immediate hazards to subjects. Minor changes to previously approved consent forms can be reviewed by expedited procedures as described in HRPP policy [Expedited and Administrative Review Procedures].

9. Waiver of Documentation of Informed Consent

In limited circumstances, the IRB can waive the requirement for the investigator to obtain a signed consent form for some or all research participants.
A. Risk of Breach of Confidentiality
The IRB can waive the requirement for written documentation of informed consent for non-exempt research if all of the following criteria are met:
· The only record linking the subject and the research would be the consent document.
· The principal risk would be potential harm resulting from a breach of confidentiality.
· Each subject will be asked whether the subject wants documentation linking the subject with the research, and the subject’s wishes will govern.
· The research is not FDA-regulated.

B. Minimal Risk Research
The IRB can waive the requirement for written documentation of informed consent for non-exempt research if both of the following criteria are met:
· The research presents no more than minimal risk of harm to subjects.
· The research involves no procedures for which written consent is normally required outside of the research context.
		
C. Distinct Cultural Groups or Communities 
The IRB may waive the requirement for a signed informed consent form if the subjects are   members of a distinct cultural group or community in which signing forms is not the norm for non-exempt research if both of the following criteria are met:
· The research involves no more than minimal risk. 
· There is an alternative method for documenting that consent was obtained.
D. Additional Requirements
1. When the requirement for written documentation of consent is waived, the IRB must review a written description of the information (i.e., a “script”) that will be provided to participants (e.g., when consent is obtained by telephone or online). This information must include the basic elements of informed consent and any applicable additional elements as described above and in HRPP policy [Informed Consent Process and the Elements of Informed Consent] unless an alteration of consent has also been approved by the IRB.

2. When the requirement for written documentation of consent is waived, the IRB may also require that an investigator provide participants with a written statement regarding the research. Examples include approved consent forms (without signature lines), cards containing researcher and/or third-party contact information, and information sheets outlining study procedures.

9. Posting of Clinical Trial Consent Forms
For clinical trials conducted or supported by a federal department or agency, the Final Rule requires that a copy of an unsigned, IRB-approved consent form be posted on a publicly available federal website (e.g., ClinicalTrials.gov). The funding awardee or 
federal department/agency is responsible for posting the form after recruitment is complete, but no later than 60 days after the last study visit. Proprietary or institutionally sensitive information may be redacted. Only one consent form per study must be posted regardless of the number of subject classes or study sites.

10. Applicable Regulations/Guidance

21 CFR 50.20, 21 CFR 50.25, 21 CFR 50.27, 21 CFR 56.109, 21 CFR 56.111, pre-2018 and Final Rule (45 CFR 46.111, 45 CFR 46.116, 45 CFR 46.117), FDA “Questions and Answers on Informed Consent Elements, 21 CFR 50.25(c)” (02/12), FDA Information Sheets: “A Guide to Informed Consent,” FDA Information Sheets: Frequently Asked Questions “Informed Consent Process” and “Informed Consent Document Content,” OHRP “Informed Consent FAQs”, OHRP Guidance “Informed Consent Checklist” (09/30/98), OHRP Guidance “Informed Consent – Legally Effective and Prospectively Obtained” (OPRR Reports 93-03, 08/12/93), OHRP Guidance “Tips on Informed Consent” (OPRR, revised 03/16/93), The Ohio State University Policy and Procedure Manuals for University Hospitals and James Cancer Hospital and Solove Research Institute (# 03-27)

11. History

Issued: 09/08/2008
Revised: 05/14/2012, 07/13/2016, 12/17/2018
Edited: 01/21/2022, 04/20/2022
[bookmark: _Toc1755297863][bookmark: B16][bookmark: _Toc212142213][bookmark: _Toc225507753]Appendix B-16 	Assent and Parental Permission
        
LANGUAGE IN GRAY BOXES IS ONLY APPLICABLE TO STUDIES APPROVED ON/AFTER JANUARY 21, 2019

1. Overview

Assent and parental (or guardian) permission must be obtained as required by federal regulations and IRB determinations for research involving children. Assent is generally required for children based on their ages, maturity, condition, and the nature of the research, unless assent can be appropriately waived or some or all of the children are not capable of providing assent.

The purpose of this policy is to describe the requirements for assent and parental (or guardian) permission for research involving children.

2. Definitions

Assent: Agreement to participate in research expressed by an individual (e.g., a child) who cannot provide legally effective informed consent to participate on his/her own behalf.
Note: Failure to object does not constitute assent.

Child/Children: Person(s) who have not attained the legal age for consent to treatments or procedures involved in the research, under the applicable law of the jurisdiction in which the research will be conducted. For purposes of HRPP policy, individuals under 18 years of age are considered children in Ohio unless they meet the definition of emancipated minors.

Emancipated Minors: For purposes of HRPP policy, the following persons under the legal age of 18, who because of their unique circumstances have the legal rights of adults, including the right to consent to treatments or procedures involved in research:
· Persons under the age of 18 on active duty in the military
· Married persons under 18 years of age
Note: Pregnancy or childbirth outside of marriage does not emancipate a minor in Ohio.

Guardian: An individual who is authorized under applicable state or local law to consent on behalf of a child to general medical care. In Ohio, a guardian may be a grandparent, other family member, or other person, association, or agency other than the biological or adoptive parents who has been formally appointed as a guardian or legal representative by a court to care for a child, including to consent on behalf of a child to general medical care. Note: Grandparents or other family members who are not formally appointed as guardians or legal representatives by a court generally do not have the authority to provide consent on behalf of a child without consent by the child’s parents.

Parent: A child’s biological or adoptive mother or biological or adoptive father. 

Permission: The agreement of a parent(s) or legal guardian to the participation of his/her child or ward in research.

3. General Information

A. The requirements for obtaining the informed consent of research participants or their legally authorized representatives apply when children are the subjects of research, unless these requirements are waived by the IRB. A parent (one or both) or, in some cases, a guardian must provide permission for his/her child to participate in research based on sufficient information and adequate opportunity to consider the child’s voluntary participation. For more information about the requirements for informed consent processes see HRPP policy [Informed Consent Process and the Elements of Informed Consent].

B. The requirement for documenting informed consent by use of a written consent form (electronic or hard copy) approved by the IRB and signed by the subject or the subject’s legally authorized representative applies when children are the subjects of research unless this requirement is waived by the IRB. A parent (one or both) or, in some cases, a guardian must document permission for his/her child to participate in research as described below and in HRPP policy [Documentation of the Informed Consent Process].

C. Although according to federal regulations children cannot provide valid informed consent to participate in research, they may be able to assent to participation. In general, investigators should obtain the assent of children to participate in research whenever children are capable of assenting. The IRB is responsible for determining when the assent of some or all children is required in proposed research and the appropriate method for documenting a child’s assent (if any), as described below.

D. Assent may also be appropriate for adults with diminished decision-making capacity and other adults unable to consent for themselves, for whom a legally authorized representative will provide informed consent. For more information about assent in adults see HRPP policy [Vulnerable Populations: Students, Employees, and Adults with Impaired Decision-Making Capacity].

4. Assent of Children

For research involving children, the requirements for obtaining and documenting a child’s assent and waiver of these requirements are described below. Additional requirements for research involving children are described in HRPP policy [Research Involving Children].

4.1	Assent Process

A. In addition to the requirements for parental or guardian permission, adequate provisions for soliciting the assent of a child to participate in research are required when the child is capable of providing assent. In determining whether proposed participants are capable of assenting, investigators and IRBs will take into account the ages, maturity, condition, and psychological/emotional states of the children involved. The IRB’s determination of the children’s capacity to assent may apply to some or all of the children to be involved in a proposed research activity.

B. Assent processes are to include the key elements of informed consent described in HRPP policy [Informed Consent Process and the Elements of Informed Consent] and are to be provided in language appropriate for children, based on the nature of the study and the expected capacity of the potential participant(s) to understand the purpose and the procedures involved in the research.

C. For research activities involving older children or adolescents whose capacity to understand is similar to that of adults, the assent process will include information similar to what would be provided for informed consent by adults or for parental/guardian permission. For children whose age and/or maturity level limits their ability to fully understand the research but who are still capable of being consulted about participating, it may be appropriate to focus only on providing an accurate description of the experience itself (e.g., what will happen, how long it will take, whether it might involve any pain or discomfort, etc.).

D. The assent of children to participate in research is to be obtained except in the following circumstances:
· The children are not capable of providing assent based on age, maturity, or psychological state.
· The capability of some or all of the children is so limited that they cannot reasonably be consulted.
· The intervention or procedure involved in the research holds out a prospect of direct benefit to the health or well-being of the children and is available only in the context of the research.
· Assent can be waived using the criteria for waiver (or alteration) of informed consent or parental/guardian permission, as described below (see “Waiver or Alteration of Parental Permission”).

E. The IRBs may determine that the assent of some or all children is not required. If assent is not a requirement of some children, the IRB will indicate which children (e.g., children less than 2 years old) are not required to assent.

[bookmark: docassent]4.2	Documentation of Assent

A. When a child’s assent is required, investigators and IRBs must determine the appropriate method, if any, of documenting assent. This decision should be based on considerations such as the length and complexity of the research and the child’s age, maturity, and degree of literacy.

B. If older children or adolescents will be involved in research for which a consent form would have been used if the participants were adults, a similar form to document the child’s assent is generally appropriate. For younger children who are as yet unable to read or other children unlikely to be familiar with signing documents (e.g., through prior experience with testing or other procedures normally encountered in their lives), documentation of assent may be limited to verifying that assent took place using a witness or other method. Alternatively, the IRB may decide that documentation of assent for children of any age is not warranted.

C. Assent form templates containing the basic elements of informed consent are available on the ORRP website. When documentation of assent is required, use of the applicable assent template language is generally required. Alternatively, based on the age and literacy level of the children and nature of the research, for some studies investigators may add an assent signature line to the consent document that parents will sign. The IRBs can also approve assent forms on a case-by-case basis in other formats that may more appropriately satisfy requirements for obtaining and documenting assent.

D. When documentation of assent is required for studies involving children of various ages, more than one assent form may be necessary depending on the intellectual and emotional ability of the children to comprehend the concepts involved (e.g., a form with a fully detailed explanation for older children and a shorter, simpler document for younger children).

E. If verbal assent will be obtained, the IRB must review a written description of the information (i.e., a “script”) that will be provided to children during the assent process.

5. [bookmark: parentperm]Parental Permission

A. For research involving children, the permission of a parent(s) or guardian must be obtained and documented for his/her child to participate in research, unless these requirements are waived by the IRB. The requirements for informed consent processes apply when children are the subjects of research, including disclosure (to parents or guardians) of the basic and additional elements of consent. For more information about the requirements for informed consent see HRPP policies [Informed Consent Process and the Elements of Informed Consent] and [Documentation of the Informed Consent Process].

B. Parental permission form templates containing the basic elements of informed consent are available on the ORRP website. To streamline IRB review and assure that regulatory requirements are met, use of the applicable template language is generally required. The IRBs can also approve parental permission forms on a case-by-case basis in other formats that may more appropriately satisfy requirements for obtaining and documenting parental permission.

C. Based on regulatory requirements, when children are involved in research investigators and IRBs must determine whether the permission of both parents is required or if the permission of one parent is sufficient as described below.

D. For research that involves minimal risk or more than minimal risk with the prospect of direct benefit to the individual child, the IRB may determine either of the following:
· Permission of both parents is required unless one parent is deceased, unknown, incompetent, or not reasonably available, or when only one parent has legal responsibility for the care and custody of the child.
· Permission of one parent is sufficient.

E. For research that involves more than minimal risk without the prospect of direct benefit to the individual child, the permission of both parents is required unless one parent is deceased, unknown, incompetent, or not reasonably available, or when only one parent has legal responsibility for the care and custody of the child.

F. For children who are wards of the state (or any other agency, institution, or entity), a guardian must provide permission for the ward to participate in research, in lieu of a child’s biological or adoptive parents. When research involves more than minimal risk without the prospect of direct benefit to the child, an advocate who agrees to act in the best interests of the child throughout the duration of the child’s participation, including ensuring that to the extent possible the child understands what will be required of him/her during the research, must also be appointed.

G. Additional requirements for research involving children, including children who are wards of the state, are described in HRPP policy [Research Involving Children].

6. Waiver or Alteration of Parental Permission

In the limited circumstances described below, the IRB can waive or alter the requirements for obtaining parental or guardian permission.

Note: “Passive consent” is sometimes used in research with children to describe a situation where the investigator assumes that the parent permits a child to participate (e.g., information about a study is mailed to the parent and if the parent does not want their child to participate, they must return a form “opting out”). This procedure is not consistent with the regulatory requirement to obtain parental permission. In these instances, the investigator can request the IRB to consider if the conditions for a waiver of parental permission can be met under 45 CFR 46.408(c) or 45 CFR 46.116(f)(3). 

A. Research on Public Benefit or Service Programs
The IRB can waive or alter the requirements for parental permission for non-exempt research examining state or local public benefit or service programs or certain features of those programs if all of the following criteria are met:
· The research or demonstration project is to be conducted by or subject to the approval of state or local government officials and is designed to study, evaluate, or otherwise examine public benefit or service programs, procedures for obtaining benefits or services under those programs, possible changes in or alternatives to those programs or procedures, or possible changes in methods or levels of payment for benefits or services under those programs.
· The research could not practicably be carried out without the waiver or alteration.
· The research is not FDA-regulated.
Note: Similar research conducted under federal authority or research conducted by (or subject to the approval of) a private entity would not qualify.

B. Minimal Risk Research
The IRB can waive or alter the requirements for parental permission for non-exempt research that meets all of the following criteria:
· The research involves no more than minimal risk to subjects.
· The waiver or alteration will not adversely affect the rights and welfare of subjects.
· The research could not practicably be carried out without the waiver or alteration.
· If the research involves using identifiable private information or identifiable biospecimens, the research could not practicably be carried out without using such information or biospecimens in an identifiable format.
· Whenever appropriate, subjects or their parent/guardian will be provided with additional pertinent information after participation.

C. Research Designed to Study Conditions in Children

· The IRB can waive or alter the requirements for parental permission for non-exempt research designed to study conditions in children or a subject population for which parental or guardian permission is not a reasonable requirement to protect the subjects (e.g., neglected or abused children) when the following additional criteria are also met:
· An appropriate mechanism is in place to protect the children.
· The waiver is not inconsistent with federal, state, or local law.
Note: IRBs may waive the requirement for obtaining parental or guardian permission as described above even if the research involves greater than minimal risk to the participants.

· When determining an appropriate mechanism for protecting child participants (e.g., appointment of an advocate or assent monitor), investigators and IRBs will consider the nature of the research (including any potential risks and anticipated benefits) and the children’s ages, maturity, condition, and psychological/emotional states.

D. Planned Emergency Research

The IRB can approve a waiver of the requirements for informed consent for non-exempt research in life-threatening situations in which it is not possible to obtain informed consent from subjects or their legally authorized representatives, including studies in which children are the subjects of the research. For more information, see HRPP policy [Planned Emergency Research].

7. Special Circumstances

A. A mother under 18 years of age (i.e., a parent that is legally still a child) can provide permission for her child to participate in research. However, for her own research participation, the permission of one or both of the mother’s parents is required, unless the requirement for parental permission has been waived by the IRB.

B. Under the Family Educational and Rights Privacy Act (FERPA), a child under 18 years of age who attends a school beyond the high school level (e.g., The Ohio State University) can consent to release information from his/her education records for use in research. However, to participate in research the child must also have the permission of one or both parents, unless the requirement for parental permission has been waived by the IRB.

8. Children Who Reach the Legal Age of Consent While Enrolled in a Study

Informed consent is an ongoing process throughout the duration of a research study. When a child who was enrolled in research with parental (or guardian) permission reaches the legal age of consent, the subject’s participation is no longer regulated by the requirements regarding parental permission. Legally effective informed consent must be obtained (unless waived) from the now-adult participant for any continued interactions, interventions, or other activities that meet the definition of “research involving human subjects,” including analysis of individually identifiable data or specimens. (For more information on the definition of human subjects research, see HRPP policy [Research Involving Human Subjects]).

9. Applicable Regulations/Guidance

21 CFR 50.3, 21 CFR 50.20, 21 CFR 50.25, 21 CFR 50.51, 21 CFR 50.52, 21 CFR 50.53, 21 CFR 50.54, 21 CFR 50.55, 21 CFR 56.109, 21 CFR 56.111, pre-2018 and Final Rule (45 CFR 46.111, 45 CFR 46.116, 45 CFR 46.402, 45 CFR 46.403, 45 CFR 46.404, 45 CFR 46.405, 45 CFR 46.406, 45 CFR 46.407, 45 CFR 46.408), FDA Information Sheets: “A Guide to Informed Consent,” FDA Information Sheets: Frequently Asked Questions “Informed Consent Process” and “Informed Consent Document Content,” OHRP “Informed Consent FAQs” , The Ohio State University Policy and Procedure Manuals for University Hospitals and James Cancer Hospital and Solove Research Institute (# 03-27), FDA Guidance “IRB Waiver or Alteration of Informed Consent for Clinical Investigations Involving No More Than Minimal Risk to Human Subjects” (07/17)

10. History

Issued: 09/15/2008
Revised: 03/31/2009, 04/28/2009, 05/26/2012, 07/18/2016, 08/28/2017, 12/17/2018
Edited: 01/21/2022, 04/20/2022
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1. Overview

Federal regulations require that the informed consent process is conducted in “language understandable” to research participants, and, with certain exceptions, that informed consent is documented in writing by use of a written consent form approved by the IRB and signed and dated by the individual or the individual’s legally authorized representative. In limited situations the regulations permit the informed consent process to be conducted orally, with a written “short form” consent document. This process may be used to obtain the informed consent of non-English speaking subjects or their legally authorized representatives as described in detail below.

2. Definitions

Short Form: A written document stating that the elements of informed consent required by regulation have been presented orally to the subject or the subject's legally authorized representative. The short form consent document must be written in a language understandable to the subject or the subject's legally authorized representative.

Summary Document: A written version of the full information presented to a subject or the subject's legally authorized representative during the informed consent process, used in conjunction with a short form consent document. For non-English speaking individuals, the IRB-approved English language consent form may serve as the summary when an appropriately translated document is not available.

3. Use of the Short Form Consent Document

The short form consent document may be used only in the following circumstance:
· The participant or legally authorized representative does not speak/understand English,
· The participant or legally authorized representative speaks only a language(s) that was not anticipated in the study population or location (i.e., “unexpectedly encountered”),
· An appropriately translated consent form in the participant’s language has not been approved by the IRB, and
· There is not adequate time for preparation and IRB review and approval of a translated consent form.

When the study population or location includes people who speak a language other than English, or where the circumstances of subject enrollment provide sufficient time for preparation and IRB review of translated documents, the short form should not be used. 

4. Informed Consent Process Using the Short Form

When informed consent is obtained using the short form, an oral translation of the approved English language consent form is presented. If needed, an interpreter should be available to assist with any questions from prospective participants during the consent process. Participants must also receive both of the following:
· The written short form consent document translated into the appropriate language
· A copy of the IRB-approved English language consent form to serve as the written summary of the research
· A witness to the oral presentation of the informed consent information is required as described below.

A. Witness Requirements

An adult who is fluent in both English and the language understandable to the prospective participant must witness the entire consent process. The witness is required to verify the adequacy of the informed consent process and the participant’s voluntary consent. An individual who assists as an interpreter may also serve as the witness. The individual obtaining consent may not serve as a witness to the process.

B. Interpreter Requirements

A qualified healthcare interpreter with specific training in medical interpretation should be used in research involving complex diagnostic or medical procedures. Family members may not serve as interpreters for the consent process except in emergency, life-threatening situations. 

C. Signature Requirements

The subject or the subject’s legally authorized representative and the witness must sign and date the short form consent document. The witness and the individual obtaining the informed consent of the participant must sign and date a copy of the summary document (i.e., IRB-approved English language consent form).

D. Copies

Copies of the signed and dated short form and the summary document (i.e., IRB-approved English language consent form) must be given to the subject or the subject’s legally authorized representative.

5. Short Form Document Requirements

Translations of the short form consent document must receive IRB approval before use. The IRB-approved English language short form template and approved translations are available on the Office of Responsible Research Practices (ORRP) website. Investigators who require a short form consent document in a language not previously approved are advised to contact ORRP staff for assistance with translation costs. New translations of the approved English language short form may receive expedited IRB review. As additional versions of the short form are approved, they will be made available for general use. 

6. Follow-up Translation Requirements 

The full IRB-approved English language consent form must be translated into a written document in the language of the subject or the subject’s legally authorized representative. Translation into a language other than English must be performed by a qualified translator (e.g., native speaker in the language, professional translation services, etc.). The IRB may request verification by an independent expert in that language, as necessary. The translated document, as well as documentation of the qualifications of the translator, must be submitted to the IRB for final approval. This document must be provided to the participant or representative as a reference for the study within a reasonable time, usually no more than 90 days following use of the short form. The costs associated with translation of the full consent form will not be borne by ORRP.

Subsequent participants speaking the same language who enroll in the research must be presented with the translated written consent document. Routine oral presentation of informed consent information documented by use of the short form may not be substituted for fully translated written materials.

7. Applicable Regulations/Guidance

45 CFR 46.117(b)(2), 21 CFR 50.27(b)(2), OHRP Guidance “Obtaining and Documenting Informed Consent of Subjects Who Do Not Speak English” (11/09/95), FDA Information Sheets “A Guide to Informed Consent” (09/98), “Interpretation & Translation Services” The Ohio State University Policy and Procedure Manuals for University Hospitals and James Cancer Hospital and Solove Research Institute (# 03-05, revised 2012)

8. History

Issued: 05/21/2007
Revised: 07/25/2010, 05/25/2012, 12/17/2018
Edited: 09/19/2016, 02/06/2019, 01/21/2022, 04/20/2022
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1. Overview

For research involving human subjects federal regulations require that, when appropriate, research plans make adequate provisions for monitoring data to ensure the safety of research participants. This policy describes when such provisions are necessary and the range and types of monitoring to be considered.

2. Definitions

Data and Safety Monitoring: The process for reviewing data collected as research progresses to ensure the continued safety of current and future participants as well as the scientific validity and integrity of the research.

Data and Safety Monitoring Plan: The plan for reviewing research data to ensure the safety of participants and scientific validity of the research, including who will perform the monitoring, the type and frequency of review, and procedures for notifying appropriate entities (e.g., investigators, sponsor, etc.) of the results. Note: Monitoring performed by a data and safety monitoring board is one type of data and safety monitoring plan.

Data and Safety Monitoring Board (DSMB) or Committee (DSMC): A group comprised of expert(s) in the field of medicine and/or science applicable to the research, statistician(s), lay representative(s), and others as necessary to monitor study progress. A data and safety monitoring board reviews study-specific data periodically throughout the research to ensure continued participant safety and scientific validity and to make recommendations whether to continue, modify, or terminate the study. Note: The following terms are interchangeable – data and safety monitoring board, data and safety monitoring committee, and data monitoring committee.

3. General Information

A. Federal regulations require as a criterion for IRB approval that, when appropriate, the research plan makes adequate provisions for monitoring collected data to ensure the safety of research participants. The regulations do not prescribe specifically when and how this monitoring should occur. Investigators and IRBs must determine what type of monitoring is needed in a proposed study to assure research participant safety and well-being.

B. Data and safety monitoring plans can range from monitoring performed by the principal investigator or a group of investigators to the establishment of an independent data and safety monitoring board. The type of monitoring chosen should be based on the nature and complexity of the research, expected risks of participation, and population to be studied.

4. Types of Data and Safety Monitoring Plans

The type of monitoring required depends on the nature, size, and complexity of the research. Options include (but are not limited to) the following:
A. Monitoring by an individual investigator – for studies that involve small numbers of research participants at a single site and interventions unlikely to lead to major changes in risks and benefits. Close, continuous monitoring by the investigator (often the principal investigator) and prompt reporting of unanticipated problems to the IRB and sponsor are generally considered to be adequate.
B. Monitoring by an individual or group other than the investigator – for studies where assessments may require additional expertise or objectivity from individual(s) not directly involved with the design and/or conduct of the study. The individual(s) may be a safety officer or monitor associated with the sponsor in some situations, depending on potential conflict of interest considerations. Studies overseen by a monitor or monitoring group of this type are generally short-term in nature (e.g., a few days to a few months), study endpoints are not serious irreversible events, and risks to participants can be assessed through simple comparisons.
C. Data and safety monitoring board or committee – for studies involving large numbers of research participants, particularly vulnerable populations, multiple performance sites, blinded study groups, particularly high-risk interventions where death or severe disability is a major risk of participation or a study endpoint, or when sophisticated data monitoring/statistical analysis is required. Studies in which suspension or early termination may be required because of a priori concerns about participant safety or possible observance of significant differences between study groups are usually overseen by a data and safety monitoring board. (See also “When Data and Safety Monitoring Boards are Required” below.)

5. Components of Data and Safety Monitoring Plans

Data and safety monitoring plans should generally describe the following:
· Who (individual or entity) will be conducting the monitoring and any relationship to the research (e.g., principal investigator, independent safety monitor)
· Specific data/events to be monitored
· Monitoring frequency (e.g., at specified intervals, after a specific number of participants has been enrolled)
· Reporting mechanisms and timeframe for reporting data/events to the monitoring entity
· Procedures for analysis and interpretation of the data
· Definitions of specific events or endpoints requiring that an action be taken (e.g., “stopping rules,” changes in drug dosage made in response to observed risks)
· Procedures for and frequency of communication to appropriate entities (e.g., investigators, sponsor, IRBs)

6. [bookmark: sec6]When Data and Safety Monitoring Plans are Required

A. At Ohio State, all human subjects research that involves greater than minimal risk requires a data and safety monitoring plan. Sponsors, investigators, and/or IRBs may also recommend data and safety monitoring for any proposed research regardless of risk, as warranted. In all research, regardless of whether a formal data and safety monitoring plan is required, investigators are responsible for providing ongoing oversight to protect the safety and welfare of study participants.

B. The type of monitoring plan required depends in part on the research being performed. All clinical trials and other biomedical or behavioral interventional studies involving greater than minimal risk require safety monitoring, but not all of these studies require monitoring by a data and safety monitoring board. For some research, federal regulations or federal policy specifically require establishment of a data and safety monitoring board. The circumstances in which data and safety monitoring boards are required are described below.

7. When Data and Safety Monitoring Boards are Required

A. Data and safety monitoring boards are generally established for large, randomized multi-site studies that evaluate interventions intended to prolong life, delay progression of a serious disease or medical condition, or reduce the risk of a major adverse health outcome (e.g., a cardiovascular event), or for clinical trials of any size that compare rates of mortality or major morbidity. By contrast, data and safety monitoring boards are not generally involved in reviewing data from studies intended to evaluate interventions to relieve less serious symptoms or conditions (e.g., nausea and vomiting), unless additional expertise, objectivity, or oversight is needed.

B. Data and safety monitoring boards are generally required in studies with one or more of the following characteristics:
· A study endpoint involves a highly favorable or unfavorable result that might ethically require termination of the study before its planned completion.
· There are a priori reasons for specific safety concerns (e.g., when study procedures are particularly invasive).
· Existing information suggests the possibility of serious toxicity resulting from the study procedures.
· The study is being performed in a category of participants that is vulnerable to coercion or undue influence, such as children, individuals with impaired decision-making capacity, economically or educationally disadvantaged persons, the very elderly, terminally ill, or other vulnerable population requiring additional protections.
· The study is being performed in a population at increased risk of death or other serious outcome (i.e., even when the study objective is not to intended to evaluate this outcome).
· The study is large, of long duration, and involves multiple performance sites.

C. The National Institutes of Health (NIH) requires oversight and monitoring of all NIH-supported or NIH-conducted clinical intervention studies to ensure the safety of participants and the validity and integrity of the data. Data and safety monitoring boards are generally required by NIH for phase III clinical trials (except for low-risk behavioral and nutritional trials) and are recommended for certain other studies (phase I and II) if the research involves multiple clinical sites, is blinded, or includes particularly high-risk interventions or vulnerable populations. (See also “Additional Information on Data and Safety Monitoring” below.)

D. Federal regulations require establishment of an independent data monitoring committee to oversee planned emergency research in life-threatening situations where a waiver of informed consent has been approved by the IRB. For additional information on the requirements for planned emergency research, see HRPP policy [Planned Emergency Research].

8. Monitoring Information Provided to and Reviewed by the IRB
 
A. When appropriate, at the time of the initial review investigators are responsible for providing detailed information (as described in “Components of Data and Safety Monitoring Plans” above) to the IRB regarding their plans to oversee the research, monitor data collected to ensure participant safety and data integrity, and communicate findings from monitoring to the IRB.

B. For research with a data and safety monitoring plan, at continuing review the IRB is responsible for confirming that the plan that was approved for monitoring data was implemented and continues to be appropriate for the research. Investigators are responsible for providing the following information to the IRB regarding the findings from monitoring, depending on the type of monitoring plan in place:
· If a data and safety monitoring board is in place, the most current report from the DSMB, including the information reviewed (e.g., study-wide adverse events, interim findings, and any literature or other information that may be relevant to the research), date of review, and assessment of the information
· If the plan for data and safety monitoring does not include a DSMB, a summary of any unanticipated problems and/or adverse events (e.g., whether adverse events have occurred at the expected frequency and level of severity), along with any literature or other information that may be relevant to the research

9. [bookmark: sec9]Additional Information on Data and Safety Monitoring

A. For more information on NIH requirements for data and safety monitoring, see NIH Policy for Data and Safety Monitoring and Further Guidance on a Data and Safety Monitoring for Phase I and Phase II Trials.

B. For information on requirements for cancer clinical trials funded by the National Cancer Institute (NCI) see NCI guidance, Data and Safety Monitoring Guidelines.

C. For more information on the roles, responsibilities, and operating procedures of data and safety monitoring boards/committees see FDA guidance, Establishment and Operation of Clinical Trial Data Monitoring Committees.

10. Applicable Regulations/Guidance

21 CFR 50.24, 21 CFR 56.111, 45 CFR 46.111, Federal Register, Vol. 61, No. 192, p. 51531-51533 (10/02/96), FDA “Guidance for Clinical Trial Sponsors: Establishment and Operation of Clinical Trial Data Monitoring Committees” (03/27/06), “NIH Policy for Data and Safety Monitoring” (06/10/98), NIH “Further Guidance On a Data and Safety Monitoring for Phase I and Phase II Trials” (06/05/00), OHRP Guidance “Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events” (01/15/07), “Policy of the National Cancer Institute for Data and Safety Monitoring of Clinical Trials” (09/30/14)

11. History

Issued: 10/14/2008
Revised: 04/28/2009, 05/01/2012, 09/19/2016 
Edited: 05/01/2019, 01/21/2022, 04/20/2022
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1. Overview

Federal regulations require the university to have written procedures for ensuring that unanticipated problems involving risks to subjects or others are reported to the IRBs, appropriate institutional officials, and federal agencies. The IRB has the authority to suspend or terminate approval of research that is not conducted in accordance with the IRB's requirements or that has been associated with unexpected serious harm to subjects. 

Unanticipated problems can occur in any type of research (medical or non-medical) and may include occurrences such as adverse events, subject complaints, protocol deviations, and other untoward events involving risk. Events requiring reporting by investigators and research staff may involve physical, psychological, social, legal, or economic harms.

2. Definitions

Unanticipated problems involving risks to subjects or others (UPIRSO): An incident, experience, or other problem that meets all of the following criteria: 
· 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; and (b) the characteristics of the subject population being studied 
· Related or possibly related to participation in the research (in this guidance document, 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) 
· Suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized, even if no harm actually occurred
Unanticipated problems involving risks to subjects or others may be medical or non-medical in nature, and include – but are not limited to – serious, unexpected, and related adverse drug events and unanticipated adverse device effects (see below). View OHRP guidance examples of events that constitute a UPIRSO.

Adverse event (AE): Any undesirable and unintended (although not necessarily unexpected) effect occurring as a result of interventions, interactions, or collection of identifiable private information in research. In medical research, any untoward physical or psychological occurrence in research, including abnormal laboratory finding, symptom, or disease temporally associated with the use of (although not necessarily related to) a medical treatment or procedure. Adverse events involving drugs are also referred to as adverse drug experiences.

Serious adverse event (SAE): An adverse event that is fatal or life threatening, permanently disabling, requires or prolongs hospitalization, or results in significant disability, congenital anomaly, or birth defect.

Unexpected adverse event: An adverse event that has not been previously observed or is not consistent in nature, severity, or frequency with existing risk information, such as in the investigator’s brochure, research protocol, consent form, or other available information (e.g., IND application for an investigational drug).

Unanticipated adverse device effect: Any serious adverse effect on health or safety, or any life-threatening problem or death caused by (or associated with) a device, if that effect, problem, or death was not previously identified in nature, severity, or degree of 
incidence in the investigational plan or application; any other unanticipated, serious problem associated with a device that relates to the rights, safety, or welfare of subjects.

Related: Associated or having a timely relationship with; a reasonable possibility exists that an outcome may have been caused or influenced by the event in question (e.g., administration of a study drug), although an alternative cause/influence may also be present. Related events may be definitely, probably, or possibly related.

Unrelated: Unassociated or without a timely relationship; evidence exists that an outcome is definitely related to a cause other than the event in question.

Ohio State IRB jurisdiction: Research reviewed and approved by the Cancer, Biomedical Sciences, or Social and Behavioral Sciences IRB.

Internal event: An event occurring in Ohio State research at a site(s) under an Ohio State IRB’s jurisdiction.
External event: An event occurring at a non-Ohio State site over which another IRB has jurisdiction in research that is also occurring at Ohio State.
3. Events Requiring Reporting

A. Investigators and research staff are responsible for reporting to the IRB unanticipated problems involving risks to subjects or others. Such reports may include adverse events (regardless of severity), subject complaints, protocol deviations, and other untoward events involving risk. Reports may also include events that are not categorized as adverse events and are not directly related to an individual subject’s participation in a study, but represent risk to others. Events that do not cause detectable harm or adverse effects to subjects or others may still represent unanticipated problems.
 
B. [bookmark: section3b]Events that occur in Ohio State research that may represent unanticipated problems involving risks to subjects or others should be reported. For the timeframe for such reporting, see section 4 below. The following events may represent unanticipated problems involving risks to subjects or others: 
· Adverse device effects that are serious, unanticipated, and related
· Adverse events or injuries that are serious, unexpected, and related
· Breaches of confidentiality involving risks
· Data and safety monitoring board (DSMB) reports, interim analyses, or other oversight committee/monitoring reports altering the risk/benefit profile
· Events requiring reporting according to the protocol, sponsor, or funding agency
· New information indicating an unexpected change in risks or potential benefits (e.g., literature/scientific reports or other published findings)
· Protocol deviations, violations, or other accidental or unintentional changes to the protocol or procedures possibly involving risks or with the potential to recur, even if no harm has actually occurred
· Subject complaints indicating an unanticipated risk, or complaints that cannot be resolved by the research staff
· Unapproved changes made to the research to eliminate an apparent immediate hazard to a subject 
· Audit findings, inquiry, or written report by a federal agency (e.g., FDA Form 483)
· Suspension by the sponsor, investigator, or institutional entity
· Other problem or finding (e.g., loss of study data or forms, a subject becomes a prisoner while participating in research, etc.) that an investigator or research staff member believes could influence the safe conduct of the research

Note: Concerns of noncompliance should be reported to the IRB via an event report application in Buck-IRB, regardless of the incident’s potential effect on risk level. For more information on noncompliance reporting, refer to HRPP policy [Noncompliance].

View event reporting examples.

4. [bookmark: section4]Timeframes for Reporting

A. The events described above should be reported to the IRB using the Event Report application in Buck-IRB within 10 days of the investigator’s or research staff member’s learning of the event.

B. Events resulting in temporary or permanent interruption of study activities by the investigator, sponsor, or DSMB to avoid potential harm to subjects should be reported within 48 hours.

C. Events that may represent unanticipated problems involving risks to subjects or others should be reported (as described in section 3.B.), regardless of whether they occur during or after the study, or involve a subject who has withdrawn from or completed study participation. If changes to the research or consent process are proposed as a result of the event, or if additional information will be provided to current and/or past participants, an amendment request must also be submitted for IRB review. 

D. Additional sponsor reporting requirements and timeframes may exist that are not outlined in this policy. 


5. Events Not Requiring Reporting

A. Potential risks and adverse events that may be reasonably anticipated (i.e., “expected”) should be described in the informed consent process/form and do not require reporting to the IRB by investigators and/or research staff. The following are examples of events that do not require reporting:
· Adverse device effects that are non-serious, anticipated, or unrelated
· Adverse events or injuries that are non-serious, expected, or unrelated
· Deaths not attributed to the research, e.g., from “natural causes,” accidents, or underlying disease and the investigator has ruled out any connection between the study procedures and the participant’s death
· DSMB reports; interim analyses; or other reports, findings, or new information not altering the risk/benefit profile
· Investigator’s brochure updates not involving safety information
· IND safety reports from external sites not involving Ohio State research  
· Protocol deviations or violations unlikely to recur or not involving the possibility of risks to subjects
· Subject complaints that were resolved or complaints not involving risks
· Problems or findings not involving risk (unless the investigator or research staff member believes the information could affect participants’ willingness to continue in the research)

B. Events that occur at external sites that do not involve research conducted at Ohio State are not required to be reported via an event report. If the investigator plans to change the research protocol or informed consent document as a result of an external event, an amendment should be submitted through Buck-IRB. Investigators should retain copies of all external reports and are responsible for assessing whether the report meets reporting requirements. Any change to the risk benefit ratio should be explained in summary at the time of continuing review; individual external reports should not be provided as part of the continuing review submission. 

View event reporting examples.
 
6. Review Process

Event reports and accompanying information will be screened for completeness by ORRP staff members, additional clarifications will be requested from the investigator as necessary. ORRP staff members will make an initial determination about whether the event represents a possible unanticipated problem involving risks to subjects or others and/or potential noncompliance. Reports of events determined during screening to represent possible unanticipated problems involving risks to subjects or others and/or serious/continuing noncompliance will be forwarded to the IRB for convened review. Reports of events that do not meet the requirements for reporting will not be forwarded for IRB review. All other event reports will be reviewed by expedited procedure.

A. Expedited Review

Event reports and accompanying information will be forwarded by ORRP staff members to the appropriate IRB chairperson, vice chair, or one of the experienced members with relevant expertise designated by the chair for expedited review. Reviewers will have access to the complete protocol file, including previously reported events, for review. The chairperson or designee will determine if the report raises new concerns about risks and will recommend further review by the convened IRB, as necessary, for a final determination. The IRB chair or vice chair may suspend or terminate approval of an investigator’s research if necessary to assure the protection of research participants. The chair or vice chair will consider the rights and welfare of participants when suspending, terminating, or modifying research.

If during expedited review the event is determined not to be an unanticipated problem involving risks to subjects or others, the reviewer will make any necessary recommendations for action (see below), which will be communicated to the principal investigator by ORRP staff. Further actions proposed by the investigator or IRB reviewer that represent minor changes will also be reviewed by the expedited procedure. IRB members will be informed of these expedited reviews as described in HRPP policy [Expedited and Administrative Review Procedures].

B. Convened Review

Reports of events determined during screening or expedited IRB review to represent possible unanticipated problems involving risks to subjects or others and/or serious/continuing noncompliance will be forwarded to the IRB for convened review. Further actions proposed by the investigator or IRB reviewer that represent more than minor changes will be reviewed by the convened IRB. The chair, vice chair, or other member with relevant expertise will serve as the primary reviewer. Copies of the reports, all other information provided by the investigator, and current consent documents (or verbal scripts) with any proposed changes will be included in the review materials for each IRB member. Sections from the protocol, previous event reports, and other relevant information or reference materials will also be included, as applicable. The complete protocol file will be available to any IRB member upon request prior to or during the convened IRB meeting. Note: Further actions proposed by the investigator or IRB reviewer that represent minor changes can be reviewed by expedited procedure.

The IRB will determine by convened review whether the event is an unanticipated problem involving risks to subjects or others and if the event represents serious and/or continuing noncompliance. Action(s) will be based on the nature of the event, degree to which research participants are placed at risk, occurrence of previous problems, etc. The IRB will consider the rights and welfare of participants when suspending, terminating, or modifying research. 


C. [bookmark: section6c]IRB Actions

The types of actions that the IRB may consider for any event include, but are not limited to:
· Modification(s) of the research protocol or procedures
· Modification(s) of the consent process or consent form
· Providing additional information to current research participants (required when such information may relate to their willingness to continue in the research)
· Providing additional information to past research participants
· Reconfirming consent of current research participants 
· Requiring additional follow-up/monitoring for current and/or past research participants
· Monitoring of the research (including audits) or consent process
· Education or mentoring for the principal investigator and/or research staff
· Additional reporting, including modification of the continuing review schedule
· Requiring additional resources to support the investigator’s research activities
· Placing limitations (e.g., restriction to co-investigator status) on the investigator’s research activities or use of research data
· Suspending or terminating the research
· Referral to other appropriate university process (e.g., misconduct review)

The IRB’s determination and action(s), including votes taken, will be recorded in the meeting minutes. The requirements for quorum and majority apply, in accordance with HRPP policy [IRB Composition and IRB Member Roles and Responsibilities]. Investigators will be notified in writing by ORRP staff of IRB decisions regarding events determined not to represent unanticipated problems involving risks to subjects or others and/or noncompliance following approval of the meeting minutes by the IRB chair or vice chair. 

Suspended IRB approval may be reinstated, as appropriate, based on the outcome of the convened review. Investigators (and others) will be notified of IRB actions regarding events determined to be unanticipated problems involving risks to subjects or others as described below.

7. Institutional Reporting

If the IRB determines that an event represents an unanticipated problem involving risks to subjects or others, serious and/or continuing noncompliance, or if the board suspends or terminates approval of research that is associated with unexpected serious harm to subjects, the appropriate internal and external persons and/or agencies will be notified in writing of the determination and reasons for the IRB’s action(s) according to HRPP policy [IRB Reporting – Unanticipated Problems, Noncompliance, Suspensions, and Terminations] and in accordance with The Ohio State University’s Federalwide Assurance. The content of the report will conform to OHRP requirements for incident reporting.

8. Record Retention

Records of reports and reviews of events representing possible unanticipated problems involving risks to subjects or others, including submission materials and communications, are retained by the Office of Responsible Research Practices for at least three years, in keeping with federal regulations, applicable state and local laws, and university policies.

9. Applicable Regulations/Guidance

21 CFR 50.25(b)(5), 21 CFR 56.108(b)(1), 21 CFR 812.150(a)(1), 45 CFR 46.103(b)(5)(i), 45 CFR 46.116(b)(5), OHRP “Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events Guidance” (01/15/2007), OHRP “Continuing Review Guidance” (11/10/2010), OHRP “Guidance on Reporting Incidents to OHRP” (06/20/2011)

10. History

Issued: 08/28/2006
Revised: 09/27/2012, 12/19/2016, 05/18/2020
Edited: 04/25/2010, 07/25/2010, 07/06/2011, 03/16/2017, 01/21/2022, 04/20/2022
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1. Overview
	
Federal regulations require additional protections for pregnant women, fetuses, or neonates involved in research. These requirements include, among other things, that research involving greater than minimal risk is conducted only when benefits are anticipated for the mother and/or fetus, preclinical and clinical studies have been conducted (where scientifically appropriate) that provide data for assessing potential risks, and informed consent processes describe the reasonably foreseeable risks to the fetus or neonate.

The purpose of this policy is to describe the additional protections that must be provided to pregnant women, fetuses, and neonates involved in research and the requirements for informed consent when these populations are involved.

2. Definitions

Pregnancy: The period of time from implantation (of a fertilized egg within the uterus) until delivery of the fetus.

Delivery: The process of giving birth; complete separation of the fetus from the woman by any means.

Fetus: Unborn child; the product of conception from implantation until delivery.

Neonate: A newborn.

Viable Neonate: A neonate able to survive, given the benefit of available medical treatment, to the point of independently maintaining heartbeat and respiration as determined by a physician who is not engaged in the research.

Nonviable Neonate: A neonate that (although alive following delivery) is not capable of surviving to the point of sustaining life independently, even with the support of available medical treatment, as determined by a physician who is not engaged in the research.

3. General Information

A. To approve research involving pregnant women, fetuses, nonviable neonates or neonates of uncertain viability, the IRBs must determine that the research provides the additional protections described in 45 CFR 46 Subpart B (see “Additional Protections for Pregnant Women” and “Additional Protections for Certain Neonates” below) in addition to meeting the regulatory criteria for approval of research involving non-pregnant participants.

B. In general, risk to the fetus from research procedures (e.g., ultrasound, changes in maternal diet, etc.) must not be greater than minimal. When risk is considered to be greater than minimal, the risk must be justified by anticipated benefit(s) for the mother and/or fetus.

C. “Viable” neonates may be included in research that provides the additional protections for children involved as participants in research described by federal regulations and HRPP policy [Research Involving Children].

D. Research involving any of the following (after delivery) is not permissible under Ohio law if resulting from the purposeful termination of a pregnancy:
· Placenta
· Dead fetus
· Macerated fetal material
· Cells, tissue, or organs excised from a dead fetus

E. Research on transplantation of fetal tissue for therapeutic purposes may be performed as consistent with Ohio law (described above) and Public Law 103-43. For more information about Ohio law related to such research, contact The Ohio State University Office of Legal Affairs.

4. [bookmark: Addlprotections]Additional Protections for Pregnant Women and Fetuses

A. Pregnant women or fetuses may be involved in research only if all of the following conditions are met:
a. Where scientifically appropriate (e.g., research involving investigational drugs or medical devices), preclinical studies (including studies on pregnant animals) and clinical studies (including studies on non-pregnant women) have been conducted and provide data for assessing potential risks to pregnant women and fetuses.
b. Regarding the risk(s) of the research, any risk is the least possible for achieving the objectives of the research, and either of the following applies:
i. The risk to the fetus is caused solely by interventions or procedures that offer the prospect of direct benefit for the woman or the fetus.
ii. If there is no expectation of benefit(s), the risk to the fetus is not greater than minimal and the purpose of the research is the development of important knowledge that cannot be obtained by any other means.
B. Consent of the pregnant woman is obtained and documented as described by HRPP policies [Informed Consent Process and the Elements of Informed Consent ] and [Documentation of the Informed Consent Process] in any of the following circumstances:
a. The research offers the prospect of direct benefit to the pregnant woman.
b. The research offers the prospect of direct benefit to both the pregnant woman and the fetus.
c. The research does not offer the prospect of benefit for either the woman or the fetus, but the risk to the fetus is not greater than minimal and the purpose of the research is the development of important knowledge that cannot be obtained by any other means.
C. The consent of both parents must be obtained and documented as described by HRPP policies [Informed Consent Process and the Elements of Informed Consent ] and [Documentation of the Informed Consent Process ] for research that holds out the prospect of direct benefit solely to the fetus, with the following exceptions:
a. The father’s consent need not be obtained if he is unable to consent because of unavailability, incompetence, or temporary incapacity.
b. The father’s consent need not be obtained if the pregnancy resulted from rape or incest.
D. Each individual providing consent is fully informed regarding the reasonably foreseeable influence of the research on the fetus or neonate.
E. No inducements (monetary or otherwise) will be offered to terminate a pregnancy.
F. Individuals engaged in the research will have no part in any decisions as to the timing, method, or procedures used to terminate a pregnancy.
G. Individuals engaged in the research will have no part in determining the viability of a neonate.

5. [bookmark: Addlprotectneonates]Additional Protections for Certain Neonates

Nonviable neonates and neonates of uncertain viability may be involved in research as described below.

A. Nonviable neonates may be involved in research only if all of the following conditions are met:
1. Where scientifically appropriate, preclinical and clinical studies have been conducted and provide data for assessing potential risks to neonates.
2. Vital functions of the neonate will not be artificially maintained.
3. The research will not terminate the heartbeat or respiration of the neonate.
4. There will be no added risk to the neonate resulting from the research.
5. The purpose of the research is the development of important knowledge that cannot be obtained by other means.
6. The consent of both parents must be obtained and documented as described by HRPP policies [Informed Consent Process and the Elements of Informed Consent ] and [Documentation of the Informed Consent Process ], with the following exceptions:
· If either parent is unable to consent because of unavailability, incompetence, or temporary incapacity, the informed consent of one parent is sufficient.
· The consent of a legally authorized representative (for either or both of the parents of a nonviable neonate) is not sufficient.
· Provisions for waiver or alteration of the consent process are not applicable.
· The father’s consent need not be obtained if the pregnancy resulted from rape or incest.
7. Each individual providing consent is fully informed regarding the reasonably foreseeable influence of the research on the neonate.
8. Individuals engaged in the research will have no part in determining the viability of the neonate.

B. Neonates of uncertain viability may be involved in research (until a physician has determined whether or not the neonate is viable) only if all of the following conditions are met:
1. Where scientifically appropriate, preclinical and clinical studies have been conducted and provide data for assessing potential risks to neonates.
2. Regarding the risk(s) of the research, one of the following applies:
· The research offers the prospect of enhancing the probability of survival of the neonate to the point of viability, and any risk is the least possible for achieving that objective.
· If the research does not offer the prospect of enhancing the probability of survival, the purpose of the research is the development of important knowledge that cannot be obtained by other means, and there will be no added risk to the neonate resulting from the research.
3. The consent of either parent is obtained and documented as described by HRPP policies [Informed Consent Process and the Elements of Informed Consent ] and [Documentation of the Informed Consent Process ], with the following exceptions:
· If neither parent is able to consent because of unavailability, incompetence, or temporary incapacity, the informed consent of either parent’s legally authorized representative is obtained.
· The consent of the father or his legally authorized representative need not be obtained if the pregnancy resulted from rape or incest.
4. Each individual providing consent is fully informed regarding the reasonably foreseeable influence of the research on the neonate.
5. Individuals engaged in the research will have no part in determining the viability of the neonate.

6. Research Subject to DHHS Regulations

For research involving pregnant women, fetuses, or neonates that is subject to DHHS regulations additional requirements apply, as described below.

A. Pregnant women and/or fetuses may be involved in greater than minimal research without the prospect of benefit for the woman or the fetus if the applicable conditions described above (see “Additional Protections for Pregnant Women and Fetuses”) are met, with the following additional requirement:
· The purpose of the research is the development of important biomedical knowledge that cannot be obtained by any other means.

B. Nonviable neonates may be involved in research if the applicable conditions described above (see “Additional Protections for Certain Neonates”) are met, with the following additional requirement:
· The purpose of the research is the development of important biomedical knowledge that cannot be obtained by any other means.

C. Neonates of uncertain viability may be involved in research that does not offer the prospect of enhancing the probability of the neonate’s survival (to the point of viability) when there is no added risk to the neonate resulting from the research if the applicable conditions described above (see “Additional Protections for Certain Neonates”) are met, with the following additional requirement:
· The purpose of the research is the development of important biomedical knowledge that cannot be obtained by any other means.

D. Research involving pregnant women, fetuses, or neonates that does not meet the conditions for approval described by federal regulations and HRPP policy may be conducted only if all of the following conditions are met:
· The IRB finds that the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of pregnant women, fetuses, or neonates.
· The Secretary (DHHS), after consultation with a panel of experts in pertinent disciplines (e.g., science, medicine, ethics, law, etc.) and following opportunity for public review and comment (including a public meeting announced in the Federal Register), has determined either of the following:
· The research satisfies the regulatory conditions for approval.
· The research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of pregnant women, fetuses, or neonates; the research will be conducted consistent with sound ethical principles; and informed consent will be obtained in accordance with the regulatory requirements pertaining to pregnant women, fetuses, or neonates.

7. Research Involving Women Who May Become Pregnant

For research in which pregnancy is incidental to subject selection, the additional protections described by federal regulations and HRPP policy do not specifically apply. However, investigators and IRBs should consider additional protections when a man or woman’s participation could pose any risk to a potential fetus. In some research, participants should be advised to avoid pregnancy during or following the study and to notify the investigator immediately if pregnancy occurs. Exclusion of all women who could become pregnant may be justified in research involving potential serious risk(s) to the fetus. For an assessment of the effects of proposed research on fetuses, research involving pregnant women and women who may become pregnant should be reviewed by The Ohio State University Maternal-Fetal Welfare Committee, as described below.

8. Maternal-Fetal Welfare Committee

A. The Maternal-Fetal Welfare (MFW) Committee reviews research to assess risks that are unique to pregnant women and/or fetuses (e.g., from medications or physical tasks) and advises investigators and the IRBs about effects that the pregnant state might have on study outcomes or interventions. Note: MFW Committee approval does not constitute IRB approval.

B. MFW Committee approval is required in addition to IRB approval for research involving pregnant women and fetuses in either of the following circumstances:
· The research involves greater than minimal risk or unknown but potentially serious risk(s) to the pregnant woman or fetus (e.g., phase I drug studies).
· There are questions regarding the acceptability of including pregnant women in the research because of scientific concerns about study outcomes or interventions (e.g., antihypertensive drug studies).

C. MFW Committee approval is also required for research that involves women who may become pregnant (when the research does not specifically exclude pregnant women) in either of the following circumstances:
· The research involves greater than minimal risk or unknown but potentially serious risk(s) to the fetus.
· The pregnant state (when not excluded) could have unintended effects on study outcomes or interventions.

D. Minimal risk research and studies in which the pregnant state does not present concerns about data validity do not require MFW Committee approval.

E. Research submitted for IRB review is screened by ORRP staff to determine if MFW Committee review is required. The principal investigator will be notified when a submission is sent to the MFW Committee for review. Notification of the outcome of MFW Committee review is sent to the PI and ORRP staff for inclusion with the materials for IRB review. The IRBs may also independently request a review by the MFW Committee when questions arise during the review process.

F. For more information about Maternal-Fetal Welfare Committee review, see [Maternal-Fetal Welfare Committee].

9. Documentation

Protocol-specific findings related to the additional protections required for research involving pregnant women, fetuses, or neonates will be documented in the IRB meeting minutes (or IRB records for expedited review).

10. Applicable Regulations/Guidance

45 CFR 46.204; 45 CFR 46.205; 45 CFR 46.206; 45 CFR 46.207; 45 CFR 46.402; “Research on Transplantation of Fetal Tissue,” Public Law 103-43, Section 498A (06/10/93) 

11. History

Issued: 12/15/2008
Revised: 06/04/2012, 09/19/2016
Edited: 11/30/2021, 04/20/2022
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1. Overview

Federal regulations require additional protections for prisoners involved in research. These requirements include, among other things, that research involving prisoners (except for emergency use) may not be exempt from IRB review, the IRB reviewing prisoner research must include a prisoner or prisoner representative, and the proposed research must fall into one of the permissible categories described in the regulations.
	
The purpose of this policy is to describe the additional protections that must be provided to prisoners involved in research. These requirements apply to research involving prisoners and individuals who later become prisoners during the course of their research participation.

2.  Definitions
Prisoner: An individual involuntarily confined or detained in a penal institution (e.g., prison, jail, or juvenile offender facility), with restricted ability to leave the institution. The term is intended to encompass individuals sentenced to such an institution under a criminal or civil statute, individuals detained in other facilities by virtue of statutes or commitment procedures that provide alternatives to criminal prosecution or incarceration in a penal institution, and individuals detained pending arraignment, trial, or sentencing.

Minimal Risk: The probability and magnitude of physical or psychological harm that is normally encountered in the daily lives or in the routine medical, dental, or psychological examination of healthy persons. Note: The regulatory definition of “minimal risk” for research involving prisoners differs from the definition of minimal risk for research involving participants who are not prisoners.

3. General Information

A. Prisoners may be convicted felons or as-yet untried individuals who are detained pending judicial action, as defined above.
The following are examples of individuals who are considered prisoners under the regulations:
· Individuals who are detained in a residential facility for court-ordered substance abuse treatment as a form of sentencing or as an alternative to incarceration
· Individuals with psychiatric illnesses who have been committed involuntarily to an institution as an alternative to a criminal prosecution or incarceration
· Parolees who are detained in a treatment center as a condition of parole
The following are examples of individuals who are NOT considered prisoners under the regulations:
· Individuals who are receiving non-residential court-ordered substance abuse treatment and are residing in the community
· Individuals who have been voluntarily admitted to an institution for treatment of a psychiatric illness or who have been civilly committed to non-penal institutions for treatment because their illness makes them a danger to themselves or others
· Persons living in the community and sentenced to community-supervised monitoring, including parolees
· Probationers and individuals wearing monitoring devices are generally not considered to be prisoners; however, the specific circumstances of the planned participant population should be carefully considered

B. Investigators are “engaged” in research involving prisoners when (for purposes of the research) they obtain data through intervention or interaction or identifiable private information about the prisoners. The following are examples of activities that constitute engagement in research involving prisoners:
· Seeking the informed consent of prisoners for research participation
· Using or studying identifiable private information about prisoners for research purposes
· Using or analyzing identifiable specimens obtained from prisoners for research purposes
· Surveying prisoners for a research study

C. [bookmark: requirements]In addition to the “standard” regulatory requirements for IRB composition, when reviewing research involving prisoners the following requirements also apply:
· At least one member of the IRB must be a prisoner, or a prisoner representative with appropriate background and experience to serve in this capacity.
· The prisoner representative should have a close working knowledge and understanding of prison conditions from the prisoner's perspective.
· The prisoner representative should have the ability to express views independent of the prison administration.
· If the research is reviewed by more than one IRB, only one IRB must satisfy this requirement.
· A majority of IRB members (other than the prisoner representative) has no association with the prison(s) involved
Note: The IRB must meet these composition requirements for all types of review by the convened IRB, including initial review, continuing review, and review of amendments.

D. Expedited review of research involving prisoners must include a prisoner representative who meets the requirements to perform expedited review described in HRPP policy [Expedited and Administrative Review Procedures].

E. The DHHS exemption categories do not apply to research involving prisoners except when the exempt research examines a broader population that only incidentally involves prisoners. 

F. Prisoners may be involved in the emergency use of an investigational drug or biologic or unapproved medical device (i.e., a category of exempt FDA research).


4. [bookmark: categories]Permissible Categories of Research

A. The following are the categories of research that may involve prisoners:
1. Research on the possible causes, effects, and processes of incarceration and of criminal behavior, provided that the study presents no more than minimal risk for prisoners and no more than inconvenience to the participants
2. Research on prisons as institutional structures or of prisoners as incarcerated persons, provided that the study presents no more than minimal risk for prisoners and no more than inconvenience to the participants
3. Research on conditions particularly affecting prisoners as a class (e.g., vaccine trials and other research on hepatitis, which is much more prevalent in prisons than elsewhere, and research on social and psychological problems such as alcoholism, drug addiction, and sexual assault)
Note: Research in this category conducted or sponsored by DHHS may proceed only after the Secretary (DHHS) has consulted with appropriate experts, including experts in penology, medicine, and ethics and published notice in the Federal Register of his/her intent to approve the research.
4. Research on practices, both innovative and accepted, which have the intent and reasonable probability of improving the health or wellbeing of the participant
Note: For research conducted or sponsored by DHHS that require the assignment (in a manner consistent with protocols approved by the IRB) of prisoners to control groups that may not benefit from the research, the research may proceed only after the Secretary (DHHS) has consulted with appropriate experts, including experts in penology, medicine, and ethics and published notice in the Federal Register of his/her intent to approve the research.

B. Epidemiologic studies (e.g., related to chronic diseases, injuries, and environmental health) that do not meet the criteria above may also involve prisoners under all of the following conditions:
· The research presents no more than minimal risk for prisoners (e.g., interviews, collection of biological specimens, etc.) and no more than inconvenience to the prisoner-participants.
· Prisoners are not a particular focus of the research.
· The sole purpose of the research is either one of the following:
· To describe the prevalence or incidence of a disease by identifying all cases
· To study potential risk factor associations for a disease

5. Required IRB Findings

[bookmark: findings]To approve research involving prisoners, along with determining that the regulatory criteria for approval are satisfied for non-prisoner participants, the IRB must make all of the following additional findings:
· [bookmark: _Hlt87449152]The research represents one of the permissible categories (described above).
· Any possible advantages to the prisoner as a result of his/her participation in the research, when compared to the general living conditions, medical care, quality of food, amenities, and opportunity for earnings in the prison, are not of such a magnitude that his/her ability to weigh the risks of the research against such advantages in the “limited-choice” prison environment is impaired.
· The risks involved in the research are commensurate with risks that would be accepted by non-prisoner participants.
· Procedures for the selection of subjects within the prison are fair to all prisoners and free from arbitrary intervention by prison authorities or prisoners.
· Unless the investigator provides the IRB with written justification for following some other procedures, control subjects must be selected randomly from the group of available prisoners that meet the characteristics needed for that particular research.
· The information is presented in language that is understandable to the participant population.
· Adequate assurance exists that parole boards will not take into account a prisoner's participation in the research in making decisions regarding parole, and each prisoner is clearly informed in advance that participation in the research will have no effect on his/her parole.
· Where the IRB finds there may be a need for follow-up exams or care of subjects at the end of their participation, adequate provision has been made for this examination or care, taking into account the varying lengths of individual prisoners' sentences, and for informing subjects of this fact.

6. Documentation and Certification

A. University IRBs that review prisoner research may be registered with OHRP by identifying the voting member(s) serving as a prisoner representative on the roster and stipulating that the prisoner representative will only count toward quorum when he/she is in attendance and reviewing research involving prisoners. Alternatively, a prisoner representative may be named as an alternate IRB member as described by HRPP policy [IRB Composition and IRB Member Roles and Responsibilities].

B. Protocol-specific findings related to the additional protections required for research involving prisoners will be documented in the IRB meeting minutes (or IRB records for expedited review).

C. For prisoner research conducted or supported by DHHS, certification that the IRB reviewed the research and made the findings required by the regulations must be provided to the Secretary (DHHS) through the Office for Human Research Protections (OHRP). Upon IRB approval, Office of Responsible Research Practices’ staff will forward the certification request to OHRP. The following information should be included:
· OHRP Federal-wide Assurance (FWA) number
· IRB registration number
· Date(s) of IRB review
· Date of initial review and date of review for prisoner involvement, if not performed at the time of initial review
· IRB-approved protocol
· Any relevant grant application or proposal
· IRB application forms
· Other information considered by the IRB during initial review

D. Following its review of the certification request, if OHRP determines that the study involves one of the permissible categories of research, the institution will be notified by letter authorizing the involvement of prisoners in the proposed research. The research may proceed only after receipt of the OHRP authorization letter. If multiple institutions are engaged in the same prisoner research, each institution must request certification from OHRP unless an institution relied on the review of another IRB.

E. Studies for which OHRP previously authorized prisoner involvement do not require “recertification” if amended unless the change to the research alters the applicability of the approved category of research.

7. When a Participant Becomes a Prisoner

A. When an enrolled participant becomes a prisoner in a study that was not reviewed and approved by the IRB in accordance with the requirements for research involving prisoners listed above:
· The principal investigator must notify the IRB as described by HRPP policy [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems].
· All research activities with the now prisoner-participant must cease until the IRB can re-review the study (as applicable) to ensure that the requirements listed above have been satisfied.
· If the participant is enrolled in a study that does not fall into one of the categories of permitted research, the participant cannot continue in the study.
· In special circumstances in which the investigator asserts that it is in the best interests of the participant to remain in the study while incarcerated, the IRB chair may determine that the participant may continue to participate until the re-review requirements are completed.

B. Upon receipt of notification that a previously enrolled research participant has become a prisoner and the investigator requests that the research is approved for prisoner participants, the IRB will promptly re-review the research in accordance with the review requirements. In these circumstances, some of the required findings may not be applicable (e.g., regarding the selection of participants within the prison if the participant was recruited outside of an incarcerated context). Any “non-applicable” findings should be documented along with the required findings.

C. If an investigator anticipates that some of the participants in a proposed study population are likely to be prisoners or become prisoners during the course of the study, the IRB may review the research prospectively for prisoner involvement. In this case, some of the required findings may not apply. The IRB should use discretion in deciding whether sufficient information is available at the time of review to make the required findings or to wait until more specific information is available (e.g., the specific institution where participants will be prisoners may be needed to evaluate the local research context).

8. Applicable Regulations/Guidance

Pre-2018 and Final Rule (45 CFR 46.303, 45 CFR 46.305, 45 CFR 46.306), OHRP “Guidance on the Involvement of Prisoners in Research” (05/23/03), OHRP Prisoner Frequently Asked Questions (10/02/08)


9. History

Issued: 11/10/2008
Revised: 04/28/2009, 05/31/2012, 11/25/2019
Edited: 09/16/2009, 09/19/2016, 04/19/2022
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1. Overview

Federal regulations require additional protections for children involved in research. These requirements include, among other things, IRB review for some research activities involving children that would be exempt if the participants were adults, use of parental permission and child assent instead of informed consent for participation, and conditions for IRB approval of proposed research depending on the level of risk.

The purpose of this policy is to describe the additional protections that must be provided to children involved in research.

2. Definitions 

Assent: Agreement to participate in research expressed by an individual (e.g., a child) who cannot provide legally effective informed consent to participate on his/her own behalf.
Note: Failure to object does not constitute assent.

Child/Children: Person(s) who have not attained the legal age for consent to treatments or procedures involved in the research, under the applicable law of the jurisdiction in which the research will be conducted. For purposes of HRPP policy, individuals under 18 years of age are considered children in Ohio unless they meet the definition of emancipated minors.

Emancipated Minors: For purposes of HRPP policy, the following persons under the legal age of 18, who because of their unique circumstance have the legal rights of adults, including the right to consent to treatments or procedures involved in research:
· Persons under the age of 18 on active duty in the military
· Married persons under 18 years of age.
Note: Pregnancy or childbirth outside of marriage does not emancipate a minor in Ohio.

Guardian: An individual who is authorized under applicable state or local law to consent on behalf of a child to general medical care. In Ohio, a guardian may be a grandparent, other family member, or other person, association, or agency other than the biological or adoptive parents who has been formally appointed as a guardian or legal representative by a court to care for a child, including to consent on behalf of a child to general medical care. Note: Grandparents or other family members who are not formally appointed as guardians or legal representatives by a court generally do not have the authority to provide consent on behalf of a child without consent by the child’s parents.

Parent: A child’s biological or adoptive mother or biological or adoptive father. 

Permission: The agreement of a parent(s) or legal guardian to the participation of his/her child or ward in research.

3. General Information

A. To approve research involving children, the IRB must determine that the proposed research provides the special protections for children specified by federal regulations and this policy, in addition to meeting the criteria for approval of all human subjects research described by HRPP policy [Review of Research by the Convened IRB].

B. One or both parents (or a guardian) must provide and document permission for a child to participate in research, unless these requirements are waived by the IRB. In most cases, children capable of assent must also express their willingness to participate. For more information on the requirements for permission of parents (or guardians) and assent of children, see HRPP policy [Assent and Parental Permission].

C. The exemption in DHHS regulations for research involving survey or interview procedures or observation of public behavior (Category 2) does not apply to research with children, except for research involving educational tests or observations of public behavior when the investigator does not participate in the activities being observed. For more information on exempt research, see HRPP policy [Exempt Research].

D. If the research involves incarcerated and/or pregnant children, the requirements for research involving prisoners and/or pregnant women, respectively, must be met in addition to the requirements for research involving children. For more information, see HRPP policies [Research Involving Prisoners] and [Research Involving Pregnant Women, Fetuses, or Neonates].

E. When a child who was enrolled in research with parental or guardian permission reaches the legal age of consent, he/she must provide informed consent (unless waived) to continue study participation. For more information, see HRPP policy [Assent and Parental Permission].

F. In certain situations, children under 18 years of age may legally provide informed consent for some or all of the activities involved in research (e.g., to release information from education records). For more information on special circumstances involving assent and parental permission, see HRPP policy [Assent and Parental Permission].

4. Permissible Categories of Research

A. Three categories of research involving children may be approved by the IRB. These categories differ according to the level of risk involved, prospect of direct benefit to participants, and anticipated research findings. For all categories, the proposed research must satisfy the requirements for parental or guardian permission and child assent described by HRPP policy [Assent and Parental Permission].
B. The following are the categories of research that may involve children and any additional conditions that must be met for approval:
1. Research involving not greater than minimal risk
2. Research involving greater than minimal risk, but presenting the prospect of direct benefit
· The risk is justified by the anticipated benefit to the child.
· Comparison of the risk to the anticipated benefit is at least as favorable as that presented by available alternative approaches.
3. Research involving greater than minimal risk without the prospect of direct benefit, but likely to yield generalizable knowledge about the child’s disorder or condition
· The risk presents no more than a minor increase over minimal risk.
· The research involves experiences that are reasonably equivalent to those in the child’s actual (or expected) medical, dental, psychological, social, or educational situations.
· The research is likely to yield generalizable knowledge about the child’s disorder or condition that is of critical importance for the understanding or improvement of the disorder/condition.
C. Research that does not fall into one of the three categories above, but presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children requires additional review, as described below

5. Research Subject to DHHS Regulations Requiring Additional Review (“407 Review”)

A. Additional requirements apply for research involving children that is conducted or supported by DHHS and that does not fall into one of the three categories of approvable research described above. The research may be conducted only under all of the following conditions:
· The IRB finds and documents that the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children.
· The research is reviewed by OHRP (on behalf of DHHS), in consultation with a panel of experts in pertinent disciplines (e.g., science, medicine, education, ethics, law, etc.) and relevant child advocates.
· An opportunity is provided for public review and comment (including a public meeting announced in the Federal Register).
· The Assistant Secretary for Health (on behalf of the Secretary) will determine either:
· The research satisfies the regulatory conditions for approval.
· The research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children; will be conducted in accordance with sound ethical principles; and that adequate provisions will be made for soliciting the assent of children and the permission of their parents or guardians.

B. Upon IRB approval, ORRP staff will forward the “407 review request” to OHRP. The following information should be included:
· Institution name and OHRP Federal-wide Assurance (FWA) number
· IRB name and registration number
· Institutional contact's name, title, telephone and fax numbers, mailing address, and email address
· IRB documentation that the proposed research does not meet the regulatory requirements for approval but presents a reasonable opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of children
· Title of protocol and name of principal investigator
· Most current version of protocol reviewed by the IRB (modified by the principal investigator if required by the IRB)
· DHHS application number and name of funding agency
· Relevant grant application or proposal
· Most current version of parental permission/assent documents reviewed by the IRB (modified by the principal investigator if required by the IRB)
· Relevant IRB minutes and correspondence

C. When FDA regulations also apply to the research, OHRP delegates its authority to FDA to convene a panel of experts (i.e., FDA Pediatric Advisory Committee, Pediatrics Ethics Subcommittee) to review the research, solicit public comment, and advise the Secretary (DHHS).

D. For more information on the 407 review process, see OHRP Guidance on the DHHS 45 CFR 46.407 ("407") Review Process.

6. Research Not Subject to DHHS Regulations Requiring Additional Review

Research involving children that does not fall into one of the three categories of approvable research described above (see “Permissible Categories of Research”) and that is not subject to DHHS regulations may be conducted under all of the following conditions:
· The IRB finds that the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children.
· Consultation is obtained, as necessary, from expert(s) in pertinent disciplines (e.g., science, medicine, education, ethics, law, etc.) and relevant child advocates
· An opportunity is provided for review and comment by the local community where the research is to be conducted.
· The institutional official, in consultation with the above groups, determines that the research is consistent with sound ethical principles and the requirements of HRPP policy regarding assent and parental permission and may proceed.

The principal investigator and any consultants assisting with the review will be invited to attend the IRB meeting at which the research is discussed.

7. Wards

As described below, specific protections are required for children who are also wards of the state or any other agency, institution, or entity.

A. Children who are wards may be included in research involving greater than minimal risk without the prospect of direct benefit but likely to yield generalizable knowledge about the child’s disorder or condition if the research is either:
· Related to their status as wards
· Conducted in schools, camps, hospitals, institutions, or similar settings in which the majority of children involved as participants are not wards

B. When wards are included in the research described above, an advocate must be appointed for each child who is a ward to protect the child, to the extent possible, from exploitation, coercion, or undue influence. The following requirements apply to individuals serving as advocates:
· The advocate will serve in addition to any other individual acting on behalf of the child as a guardian or in loco parentis.
· An individual may serve as an advocate for more than one child.
· The advocate must be an individual who has the background/experience and agrees to act in the best interests of the child throughout the child’s participation in the research.
· This includes helping to ensure that the child understands what will be required of him/her during the research, and if capable, that the child provides assent to participate.
· Acting in the best interests of the child could also include evaluating the ongoing effect(s) of the research on the child.
· The advocate must not be associated in any way (except in the role as an advocate or IRB member) with the research, investigator(s), or guardian organization.

C. Examples of individuals who might serve as advocates are IRB members, patient advocates, caseworkers, social workers, or counselors knowledgeable about children’s rights and welfare. An advocate’s appointment should be made by a group or individual with no interest in or affiliation with the research being conducted. The IRB should review and approve the process for appointing advocates.

8. Documentation

Protocol-specific findings related to the additional protections required for research involving children will be documented according to the HRPP policies [IRB Recordkeeping] and [Expedited and Administrative Review Procedures]. 

9. Additional Information on Inclusion of Children in Research

A. For more information on NIH requirements for inclusion of children in research, see NIH Policy and Guidelines on the Inclusion of Children as Participants in Research Involving Human Subjects and NIH Inclusion Across the Lifespan Policy Implementation.

B. For more information on the “407 review process” for DHHS-conducted or supported research involving children, see OHRP Guidance on the DHHS 45 CFR 46.407 ("407") Review Process.

10. Applicable Regulations/Guidance

21 CFR 50.50, 21 CFR 50.51, 21 CFR 50.52, 21 CFR 50.53, 21 CFR 50.54, 21 CFR 50.55, 21 CFR 50.56, 45 CFR 46.401, 45 CFR 46.402, 45 CFR 46.403, 45 CFR 46.404, 45 CFR 46.405, 45 CFR 46.406, 45 CFR 46.407, 45 CFR 46.408, 45 CFR 46.409, NIH “NIH Policy and Guidelines on the Inclusion of Individuals Across the Lifespan as Participants in Research Involving Human Subjects” (12/19/17), OHRP “Research With Children FAQs,” OHRP “Special Protections for Children as Research Subjects: Children Involved as Subjects in Research: Guidance on the HHS 45 CFR 46.407 ("407") Review Process” (05/26/05)

11.  History

Issued: 02/16/2009
Revised: 04/28/2009, 06/04/2012
Edited: 07/13/2016, 01/22/2019, 04/20/2022
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1. Overview

The purpose of this policy is to outline additional protections that investigators and IRBs should consider when proposed research activities involve potentially vulnerable populations, including students, employees, and adults with impaired decision-making capacity.
2. Definitions 

Impaired decision-making capacity: As it applies to informed consent, lacking the ability to provide valid informed consent to participate in research (e.g., as a result of trauma, intellectual disability, certain mental illnesses, cognitive impairment, or dementia). Note: Impaired decision-making capacity may be temporary, permanent, progressive, or fluctuating.
Legally Authorized Representative: An individual, judicial, or other body authorized under applicable law to consent on behalf of a prospective subject to the subject’s participation in the procedure(s) involved in the research. For purposes of HRPP policy, the following are recognized in Ohio as legally authorized representatives:
· Persons appointed as health care agents under an Ohio Durable Power of Attorney for Health Care
· Court-appointed guardians
· Next of kin in the following order: spouse, adult child, parent, and adult sibling

3. General Information

A. Federal regulations require additional protections for subjects vulnerable to coercion or undue influence, such as children, prisoners, individuals with impaired decision-making capacity, or economically or educationally disadvantaged persons. These, and other individuals not specifically named in the regulations, may be vulnerable to coercion or undue influence because their autonomy is limited in some way, thereby affecting their ability to provide voluntary, informed consent.

B. Pressures to participate may be subtle, as when research is conducted in settings or institutions providing employment or services (e.g., medical care or education). Individuals may believe that choosing or refusing to participate will influence access to or the quality of employment opportunities or desired services. Research should be designed to address any such potential pressures to maintain an individual’s right to decline participation. Investigators and IRBs should give particular consideration to subject selection, recruitment, and informed consent processes.

C. Observation of the consent process (e.g., by IRB members or ORRP staff) or other similar protections should be considered when concerns exist about whether potential participants can exercise free choice regarding research participation. Examples include studies involving individuals whose willingness to participate may be unduly influenced by the expectation of potential benefits for their disease or condition, or those who may be in a position to fear negative consequences (real or perceived) from a supervisor or other authority figure for refusing to participate.

4. Students as Research Participants

A. Students, including Ohio State students (e.g., undergraduates, graduate students, medical students, residents, fellows, doctoral students, etc.) may be recruited for research participation; however, a student must not be required to participate in research (without a comparable non-research alternative offered) as a course requirement. Students (individuals or groups) should not be selected solely on the basis of convenience when they would not otherwise be appropriate for inclusion. For more information on equitable selection of subjects, see HRPP policy [Recruiting Methods, Recruitment Materials, and Participant Compensation].

B. Recruitment of students as research participants must be designed to minimize the possibility of coercion or undue influence. In general, potential participants should be solicited from a “broad base” of individuals meeting the conditions for study, rather than by personal solicitation of specific students. Strategies to minimize the potential influence of an investigator when recruiting his/her own students include recruitment by general announcements, postings or sign-up sheets, or other methods that require a student interested in participation to initiate contact with the investigator(s).

C. Investigators and IRBs must consider strategies to ensure voluntary participation when the subjects of research include students who receive instruction directly from the investigator(s). Young students, in particular, may volunteer to participate in research in an effort to please a teacher (e.g., as when credit is given for participation in class) or because they fear that failure to participate will negatively affect their relationship with the teacher-investigator or faculty in general (i.e., by seeming uncooperative or unaware of scholarly research). Students’ cultural or religious backgrounds (e.g., requiring deference to authority figures) may also influence their choices. A student’s decision about research participation must not affect (favorably or unfavorably) grades, potential letters of recommendation, or other opportunities or decisions made by teacher-investigators.

D. Except in unusual circumstances, investigators should not enroll students from their own classes when the research involves greater than minimal risk without the prospect of direct benefit. Such studies should proceed only when the IRB determines that adequate provisions have been made to minimize the possibility of coercion, and that the research is of significant importance and cannot be conducted without the enrollment of these students.

E. Additional safeguards may be needed to protect the privacy interests of research participants when the participants are students. Classroom conditions may make it difficult for investigators to keep an individual’s participation confidential, which could pose risks to participants (e.g., when stigma is associated with the condition or question under study or when peer pressure is a component of the research). In such situations, consideration should be given to whether conducting the research off-site and/or outside of regular school hours may minimize potential risks.

F. Protecting the confidentiality of research participants’ personal information when the participants are students may also present additional challenges. The extent to which personal information and/or research data may be accessible to parents, teachers, or others not directly involved in the research must be considered and disclosed to potential participants and their parents/guardians (as applicable) in the informed consent and assent processes.

G. In cases where regular classroom activities are also the topic of research, investigators must clarify for potential research participants (and/or their parents, as applicable) those activities that are optional and distinct from required classroom activities that would take place even without the research. When access to students, educational records, or school facilities is needed for recruitment and/or research activities, a letter of support from an individual authorized to speak on behalf of the school/district (e.g., principal or superintendent) is generally required.

H. Certain additional protections for students and parents are provided by federal regulations. The proposed use of student education records for research must comply with the requirements of the Family Educational and Rights Privacy Act (FERPA). Research involving surveys with students must comply with the Protection of Pupil Rights Amendment (PPRA).

5. Student Research “Pools”

A. Ohio State students are offered the opportunity to participate in research (as subjects) in various ways. Examples include participation for credit as part of a course requirement (e.g., Psychology Research Education Program), for “extra credit” in a course, or in exchange for payment. A student must not be required to participate in research for course credit unless a comparable non-research alternative is also offered.

B. To minimize the potential for coercion, alternatives to participating in research for course credit that are offered must be comparable in terms of time, effort, and fulfillment of course requirements. Examples include reading and/or writing research papers, attending research presentations offered by faculty, or observing performance of research studies

C. All research participants, including students, must be free to withdraw from participation at any point in a study without penalty. Students who withdraw from a research study for course credit must receive full course credit for participation. When payment is offered, credit for payment should accrue as the study progresses (as appropriate to the research) and should not be contingent upon the student completing the entire study. For more information, see HRPP policy [Recruiting Methods, Recruitment Materials, and Participant Compensation].

D. Study-specific informed consent is required as described by federal regulations and HRPP policies [Informed Consent Process and the Elements of Informed Consent] and [Documentation of the Informed Consent Process]. Parental permission and assent are required for Ohio State students (including high school students taking Ohio State courses) who meet the regulatory definition of children. Refer to HRPP policy [Research Involving Children] for additional guidance on this population.

6. Employees as Research Participants

A. Employees, including university employees (e.g., full-time, part-time, temporary, visiting, student employee appointments), may be recruited for research participation; however, an employee must not be required to participate in research as a condition of employment. Employees (individuals or groups) should not be selected solely on the basis of convenience when they would not otherwise be appropriate for inclusion. For more information on equitable selection of subjects, see HRPP policy [Recruiting Methods, Recruitment Materials, and Participant Compensation].

B. Recruitment of potential participants who are employees must be designed to minimize the possibility of coercion or undue influence. In general, potential participants should be solicited from a “broad base” of individuals meeting the conditions for study, rather than from individuals who report directly to the investigator(s). Strategies to minimize the potential influence of an investigator when recruiting his/her own employees include recruitment through a third party unassociated in a supervisory relationship with the employee, postings or sign-up sheets, or other methods that require an employee interested in participation to initiate contact with the investigator(s).

C. Investigators and IRBs must consider strategies to ensure voluntary participation when the subjects of research include employees who are directly supervised by the investigator(s). An employee’s decision about research participation must not affect (favorably or unfavorably) performance evaluations, career advancement, or other employment-related decisions made by peers or supervisors.

D. Except in unusual circumstances, investigators should not enroll employees under their direct supervision when the research involves greater than minimal risk without the prospect of direct benefit. Such studies should proceed only when the IRB determines that adequate provisions have been made to minimize the possibility of coercion, and that the research is of significant importance and cannot be conducted without the enrollment of these employees.

E. Additional safeguards may be needed to protect the privacy interests of employees who are also research participants. Workplace conditions may make it difficult for investigators to keep an individual’s participation confidential, which could pose risks to participants (e.g., when stigma is associated with the condition or question under study or when peer pressure is a component of the research). In such situations, research should be conducted off-site and/or outside of regular work hours when possible to minimize potential risks.

F. Protecting the confidentiality of research participants’ personal information when the participants are employees may also present additional challenges. The extent to which medical information and/or research data may be accessible to supervisors or others not directly involved in the research must be considered and disclosed to potential participants in the informed consent process.

G. In cases where regular workplace activities are also the topic of research, investigators must clarify for potential research participants those activities that are optional and distinct from any mandatory workplace activities that would take place even without the research. When access to individuals or the facilities of the site is needed for recruitment and/or research activities, a letter of support from someone authorized to speak on behalf of the employees/site may be required.

7. Adults with Impaired Decision-making Capacity 

A. Impaired decision-making capacity comprises a broad range of conditions. Examples include healthy individuals in shock (temporary decisional impairment), those born with severe intellectual disabilities (permanent decisional impairment), individuals with age-related dementia (progressive decisional impairment), individuals with mental illnesses such as schizophrenia (fluctuating capacity), and individuals under the influence of certain drugs (temporary and/or fluctuating capacity). Generally, all adults should be presumed capable of providing informed consent unless there is either specific evidence that an individual’s condition/disability would impair reasoning or judgment or another indication that the individual is unable to understand and choose whether or not to participate in research.

B. Investigators and IRBs should consider the capacity of potential research participants to provide informed consent; methods to assess capacity appropriate to the research should be included, when necessary. Key factors in individuals' consideration of research participation include an appreciation of how the risks, benefits, and alternatives to participation apply to them personally. When the research involves greater than minimal risk, an independent assessment of the potential participant’s capacity to consent should be performed (or confirmed), except in unusual circumstances where the IRB determines that the research is of critical importance and could not be conducted if the independent assessment were to be required. Methods to provide independent assessments include subjective assessments made by a qualified professional independent of the research team or use of a valid objective instrument(s) designed to evaluate capacity.

C. Federal regulations require additional safeguards to protect the rights and welfare of research subjects who are likely to be vulnerable to coercion or undue influence. Among others, the regulations include children and individuals with impaired decision-making capacity in this category of subjects. As when children are the subjects of research, for adults with impaired decision-making capacity to provide informed consent, obtaining assent may be one appropriate safeguard (see “Assent of Adults” below). Additional protections for adults with impaired decision-making capacity should be proportional to the severity of the decisional impairment and level of risk.

D. The following are the categories of research that may involve adults with impaired decision-making capacity and any additional conditions that must be met for approval: 
1. Research involving not greater than minimal risk that presents the prospect of direct benefit to such adults
2. Research involving greater than minimal risk but presenting the prospect of direct benefit when comparison of the risk to the anticipated benefit to such adults is at least as favorable as that presented by alternative approaches
3. Research involving greater than minimal risk without the prospect of direct benefit but likely to yield generalizable knowledge about the individual’s disorder or condition, provided that
· The risk to such adults presents no more than a minor increase over minimal risk, and
· The investigators cannot obtain the desired information by enrolling adults cognitively capable of providing consent

E.   Investigators and IRBs should consider the following in their decision to enroll adults with impaired decision-making capacity:
· The extent to which the research aims to improve the understanding, diagnosis, prevention, or treatment of the disorders or conditions that are the cause of the incapacity.
· The study of related conditions, phenomena, or circumstances that uniquely affect the research participants may contribute in important ways to the current or future welfare of the study population and therefore may also serve to justify their inclusion in research.
· The inclusion of individuals who lack capacity may be appropriate in research that offers therapeutic or other benefits to the individual participant when standard approaches are less effective, unproven, or unsatisfactory.

F. Investigators and IRBs should consider additional safeguards, balancing the need for protection with the individuals’ right to autonomy. Examples of additional safeguards include (but are not limited to) the following:
Securing an independent assessment of the participant’s capacity to consent
· Identification of a legally authorized representative who has the authority to consent to the adult’s participation in research
· Obtaining assent from the participant, in addition to surrogate consent
· Regular assessment of the participant’s capacity and provisions for reconfirming the consent of a participant who regains capacity during the course of the research
· Involvement of family members familiar with the participant’s personal values
· Designation of an individual at the beginning of the study to serve as a legally authorized representative (only) if the participant’s decision-making capacity becomes compromised during the study
· Use of informational/educational techniques to enhance communication and understanding during the consent/assent processes
· Including “waiting periods” in the consent/assent processes
· Involvement of a research subject advocate
· Limiting the risks to which an adult with impaired decision-making capacity is exposed when direct benefits are not anticipated
· Use of an independent monitor or data monitoring committee
· Observation of the informed consent/assent processes by a third party as designated by the IRB

G. Regulations require that IRBs regularly reviewing research involving vulnerable subjects consider including one or more individuals who are knowledgeable about and experienced in working with these subjects. When reviewing research involving adults with impaired decision-making capacity, the university IRBs will include an individual(s) with appropriate background, knowledge, and experience, and/or a representative(s) of relevant advocacy groups as a member(s) or consultant(s) to the IRB. For more information, see HRPP policy [IRB Composition and IRB Member Roles and Responsibilities].

H. For information about the requirements for involving adults with impaired decision-making capacity in research in life-threatening situations, see HRPP policies [Planned Emergency Research] and [Emergency Use of Investigational Drugs, Biologics, or Devices].

8. [bookmark: assentadults]Assent of Adults

A. An adult with impaired decision-making capacity or other adult cognitively unable to provide informed consent may participate in research only if a legally authorized representative for that adult can give consent for participation in the research, unless the requirement to obtain informed consent is waived by the IRB. If the participant regains (or develops) the capacity to consent, then his/her informed consent must be obtained for any further research, as the consent of the legally authorized representative is no longer valid.

B. An adult with impaired decision-making capacity research may be able to assent to participation. The IRB is responsible for determining when the assent of some or all such adults is required in proposed research and the appropriate method for documenting the adult’s assent (if any), as described below.

C. Assent to participate in research by an adult with impaired decision-making capacity (for whom a legally authorized representative will provide informed consent) is to be obtained when, in the judgment of the IRB, the adult is cognitively capable of providing assent. In determining whether proposed participants are capable of providing assent, the IRBs will take into account the condition and psychological/emotional states of the adults involved. The IRB’s determination of the participant’s capacity to assent may apply to all or only some of the adults to be involved in a proposed research activity.

D. Assent processes are to include the key elements of informed consent described in HRPP policy [Informed Consent Process and the Elements of Informed Consent] and are to be provided in language appropriate for an adult with impaired decision-making capacity, based on the nature of the study and the expected ability of the prospective participant(s) to understand the purpose and the procedures involved in the research.

E. The assent of adults with impaired decision-making capacity to participate in research is to be obtained, except in any of the following circumstances:
· The adults are not capable of providing assent based on condition or psychological/emotional state.
· The capability of some or all of the adults is so limited that they cannot reasonably be consulted.
· Assent can be waived using the criteria for waiver (or alteration) of informed consent, as described in HRPP policy [Informed Consent Process and the Elements of Informed Consent].

F. The IRBs may determine that the assent of some or all of the adults is not required. If assent is not a requirement of some adults, the IRB will indicate which adults (e.g., individuals with severe dementia) are not required to assent.

G. When the assent of an adult with impaired decision-making capacity is required, the IRBs must determine the appropriate method, if any, of documenting assent. This decision should be based on considerations such as the length and complexity of the research and the adult’s condition and psychological/emotional state.

H. Generally, when documentation of assent is required an assent form similar to the consent document signed by the legally authorized representative is used. Assent form templates containing the basic elements of informed consent are available on the ORRP website. Alternatively, based on the condition of the adults and nature of the research, for some studies investigators may add a signature line for assent to the consent document that legally authorized representatives will sign. The IRBs can also approve assent forms on a case-by-case basis in other formats that satisfy requirements for obtaining and documenting assent.

I. When assent is not documented by use of a form as described above, documentation of assent may be limited to verifying that assent took place using a witness or other method. Alternatively, the IRB may decide that documentation of assent is not warranted. If verbal assent will be obtained, the IRB must review a written description of the information (i.e., a script) that will be provided to participants during the assent process.

J. In some research, such as longitudinal studies involving progressive disorders or aging populations, participants may be able to provide informed consent at the beginning of their participation, but may experience progressive or intermittent symptoms that lead to decisional impairment during participation in the study. In these situations, investigators should consider the need to discuss with prospective participants whether the participant should designate someone at the beginning of the study to serve as a legally authorized representative in the case that the participant’s ability to assess his or her own needs/interests becomes compromised during the study.

K. For cases in which the authority of a legally authorized representative to grant permission for an adult subject’s participation in research is unclear, investigators and the IRBs should consult with the Office of Legal Affairs for assistance.

9. Applicable Regulations/Guidance

21 CFR 56.111, pre-2018 and Final Rule (45 CFR 46.111), National Bioethics Advisory Commission “Research Involving Persons with Mental Disorders That May Affect Decision-making Capacity” (Volume 1, Report and Recommendations, 12/98), NIH Guidance “Research Involving Individuals with Questionable Capacity to Consent: Points to Consider” (11/09), OHRP “Informed Consent Frequently Asked Questions” (revised 07/14/08), AAHRPP “Reviewing Research Involving Adult Participants with Diminished Functional Abilities Related to Capacity to Consent” (04/18/13)

10. History

Issued: 05/11/2009
Revised: 05/31/2012, 01/13/2020
Edited: 09/19/2016, 04/20/2022
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1. Overview

Investigators and IRBs must ensure that research (i.e., clinical investigations) involving investigational drugs or biologics is conducted in accordance with applicable federal regulations. These regulations describe, among other things, requirements for Investigational New Drug Applications (INDs), drug accountability and record retention, and responsibilities of investigators, IRBs, and sponsors when research is conducted with investigational drugs.
The purpose of this policy is to describe the requirements for research involving investigational drugs or biologics, including the responsibilities of investigators, IRBs, and sponsors.

2. Definitions

Biological product: Also: biologic. A virus, therapeutic serum, toxin, antitoxin, vaccine, blood, blood component or derivative, allergenic product, gene therapies, cellular therapies, or analogous product applicable to the prevention, treatment, or cure of a disease or condition of human beings. 
Note: Biological products also include immunoglobulin products, monoclonal antibodies, products containing cells or microorganisms, and most proteins intended for therapeutic use.
Clinical Investigation: Also: research, clinical research, clinical study. Any experiment in which a drug is administered or dispensed to, or used involving, one or more human subjects. For the purposes of this policy, an experiment is any use of a drug except for the use of a marketed drug in the course of medical practice. 
Note: Non-clinical laboratory studies are not considered to be clinical investigations.
See the DHHS definition of research for DHHS-regulated research.
Drug: A substance that is:
· Recognized in the United States Pharmacopoeia, Homeopathic Pharmacopoeia of the United States, or National Formulary (or any supplement to any of these);
· Intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease;
· Intended to affect the structure or any function of the body and is not a food product; or
· Intended for use as a component of any substance described above

Investigational Drug: Also: investigational new drug. A drug or biologic used in a clinical investigation, including a biological product used in vitro for diagnostic purposes. For the purposes of this policy, an investigational drug is defined as: 
· An article that is not approved for marketing in the United States as a drug, or
· An approved drug that is not used according to the approved label (or a new combination of approved drugs)

Investigational New Drug Application (IND): A request from a clinical study sponsor to obtain authorization from the Food and Drug Administration (FDA) to administer an investigational drug or biological product to humans. An FDA-approved IND permits a drug that would otherwise require pre-market approval by FDA to be legally shipped for a clinical investigation.
Sponsor: A person who takes responsibility for and initiates a clinical investigation. The sponsor may be an individual or pharmaceutical company, governmental agency, academic institution, private organization, or other organization. The sponsor does not actually conduct the investigation unless the sponsor is a sponsor-investigator. A person, other than an individual, that uses one or more of its own employees to conduct an investigation that it has initiated is a sponsor, not a sponsor-investigator, and the employees are investigators.
Note: Under FDA regulations and for the purposes of this policy, “sponsor” is unrelated to financial or in-kind support of a study.
Sponsor-Investigator: An individual who initiates (e.g., obtains an IND or IDE) and conducts an investigation and under whose immediate direction an investigational drug or device is administered, dispensed, or used. Note: The regulatory requirements applicable to a sponsor-investigator include those applicable to both an investigator and a sponsor.

3. General Information

A. When human subjects research involves the use of drugs or biological products, FDA regulations apply. Investigators must provide sufficient information about the drug or biologic for the IRB to evaluate its associated risks and benefits, including the FDA approval status of the product (i.e., legally marketed or investigational).

B. With some exceptions, biological products are included within the definition of a drug and are generally covered by the same laws and regulations. When the use of a biological product meets the definition of an investigational drug, it is subject to this policy and FDA’s regulations governing clinical investigations of drugs, as described below. For general information on clinical investigations of biologics, refer to Development & Approval Process (CBER). For information on clinical investigations of biologics regulated as medical devices, refer to HRPP policy [Research Involving Medical Devices].

C. An Investigational New Drug Application (IND) must be filed with FDA to test the safety and efficacy of a new drug for marketing approval. Studies involving the “investigational/research use” of an approved drug also require an IND if the intent of the study is to generate data that will lead to a new clinical indication, formulation, or advertising claim, or the study includes a new dose, population, or other factor that significantly increases risk (or decreases acceptability of the risk).

D. As described above, an IND is required for some research uses of a marketed drug or biologic; however, certain exemptions apply to the FDA requirements. For information about the FDA exemptions from the requirements for an IND for studies involving marketed drugs, see IND Application Procedures: Exemptions from IND Requirements. Additional FDA guidance for studies of approved drugs for treating cancer is available; see IND Exemptions for Studies of Lawfully Marketed Drug or Biological Products for the Treatment of Cancer.

E. When a clinical investigation requires an IND sponsors/sponsor-investigators must submit an application to FDA. An IND application must contain certain information, including the submission cover sheet (Form FDA 1571), study’s investigational plan (i.e., protocol), report of prior investigations, drug Investigator’s Brochure, and copies of investigator agreements, informed consent documents, and other information to be provided to research subjects. An IND number will be assigned by FDA upon receipt of the application. Unless earlier notification is received, studies may be initiated 30 days after FDA’s receipt of the application. For more information about obtaining an IND and forms and instructions, see 21 CFR 312 Subpart B - Investigational New Drug Application and Information for Sponsor-Investigators Submitting Investigational New Drug Applications (INDs). Final IRB approval will not be given until a valid IND number is provided, as described in section 4 below.

F. An investigator obtaining an IND for the proposed use of a drug or biologic in research becomes a “sponsor-investigator,” and additional institutional resources are available to assist investigators in complying with applicable FDA regulations (see “Additional Responsibilities of Sponsor-Investigators” below).
Note: For research initiated by Ohio State investigators, the IND must be submitted in the sponsor-investigator’s name; Ohio State will not serve as an institutional sponsor nor undertake sponsor responsibilities for INDs.
G. The “off-label” use of an FDA-approved, marketed drug (i.e., a use other than the indication(s) approved by FDA) by a physician for treatment purposes does not require an IND or IRB approval. When such uses meet the regulatory definitions of research or clinical investigation, IRB approval is required. An IND may also be required unless the conditions for exemption (described at IND Application Procedures: Exemptions from IND Requirements) are met.

H. In certain non-emergency situations, an investigational drug intended to treat a serious or immediately life-threatening condition may be used outside of a clinical investigation, as part of an “expanded access” program. Such “treatment use” of an investigational drug requires an IND and IRB review and approval. For more information, see section 6 below. 

I. Additional requirements apply to the emergency use of an investigational drug or biologic and planned emergency research involving investigational drugs or biologics subject to FDA regulations. For more information, see HRPP policies [Emergency Use of Investigational Drugs, Biologics, or Devices] and [Planned Emergency Research].

4.  Submission and Pre-Review Procedures

A. To describe proposed uses of drugs or biologics in human subjects research, investigators will check “Drugs or biologics (including dietary supplements/ingredients)” on the “Research Methods and Activities” page of the Buck-IRB application and provide an initial assessment of whether the investigation requires an IND or is exempt from IND regulations. For more information about IRB submission requirements, see HRPP policy [Submission and Pre-Review].

B. During the pre-review process, ORRP staff will review the submitted materials to assess applicable FDA requirements, including whether an investigator’s proposed use of a drug or biologic involves the use of a marketed drug in the course of medical practice, requires an IND, or meets the criteria for exemption from the IND requirements. The IRBs will make the final determination. 
Note: For assistance in determining whether an IND is required in a specific situation, ORRP staff may prompt investigators to contact FDA or may seek assistance from FDA directly. (For contact information, see FDA guidance "Off-label" and Investigational Use of Marketed Drugs, Biologics, and Medical Devices.)
C. When the research involves a drug or biologic with an IND, ORRP staff will verify that the IND number provided by the investigator is valid. FDA correspondence confirming protocol-specific IND approval (e.g., “study may proceed” letter) is required when (1) an Ohio State sponsor-investigator holds an IND or (2) when an external entity holds an IND but Ohio State is the lead site reviewing the research. In other scenarios, additional forms of protocol-specific confirmation (e.g., sponsor’s protocol cover sheet or sponsor correspondence) may be acceptable in lieu of formal FDA correspondence. 
Note: The investigator’s drug brochure is not a protocol-specific document.

5. IRB Review

A. In general, the convened IRBs will review proposed research involving investigational drugs or biologics considering the criteria for approval as described by regulations and HRPP policy [Review of Research by the Convened IRB]. Applications that meet 21 CFR 56.110 and/or 45 CFR 46.110 category 1(b) or category 9 criteria may be reviewed by expedited review procedure rather than a convened IRB, as described in HRPP policy [Expedited and Administrative Review Procedures]. 
Note: Research involving a drug for which an IND is required is not eligible for expedited review.
B. When research involves the use of an investigational drug or biologic, to approve the research the IRBs will also require the following:
· Available clinical and non-clinical information on the investigational product that is adequate to support the proposed research
· Documentation of a valid IND, unless the proposed use of the drug or biologic represents the use of a marketed product in the course of medical practice or meets one of the FDA exemptions from the IND requirements
· An adequate plan for monitoring data to ensure the safety of subjects and for reporting adverse events and unanticipated problems involving risks to subjects or others
· A plan for control, accountability, and storage of the investigational drug or biologic that ensures that the product will be used only in the approved research under the direction of the approved investigator(s)
· For sponsor-investigators, evidence that they are knowledgeable about and will comply with the additional FDA requirements associated with conducting clinical investigations of drugs

6. [bookmark: Section6]Expanded Access

A. Expanded access, sometimes called "compassionate use," is the use outside of a clinical trial of a medical product that is not legally marketed in the United States. Expanded access refers to the use of an investigational drug when the primary purpose is to diagnose, monitor, or treat a patient’s disease or condition rather than to obtain the kind of information about the drug that is generally derived from clinical trials. Except for emergency expanded access use when there is not sufficient time to secure prospective IRB review, an investigator treating a patient with an investigational drug under expanded access is responsible for obtaining IRB review and approval before treatment with the investigational drug may begin.

B. Under FDA’s current regulations for investigational drugs and biologics, there are three categories of expanded access:
· Expanded access for individual patients, including for emergency use
· Expanded access for intermediate-size patient populations (generally smaller than those typical of a treatment IND or treatment protocol — a treatment protocol is submitted as a protocol to an existing IND by the sponsor of the existing IND) 
· Expanded access for widespread treatment use through a treatment IND or treatment protocol (designed for use in larger patient populations) 

C. For more information, see FDA guidance Expanded Access to Investigational Drugs for Treatment Use - Questions and Answers and Charging for Investigational Drugs Under an IND - Questions and Answers or contact the Office of Responsible Research Practices.

7. Investigational Drug Control, Accountability, and Record Retention

A. Investigational drugs used in Ohio State research must be appropriately controlled, administered, and stored in compliance with IRB and FDA requirements and applicable university policies. Such requirements include processes to ensure that investigational products are manufactured, handled, and stored in compliance with applicable good manufacturing practices; inventory and accountability records are maintained for investigational drug receipt, dispensing, and disposition; and investigational drugs are used only in accordance with available physical, chemical, pharmaceutical, pharmacological, toxicological, and clinical information and the approved protocol.

B. Investigators may delegate accountability, storage, and recordkeeping responsibilities to The Ohio State University Wexner Medical Center Department of Pharmacy. For more information, contact the Department of Pharmacy at 614-293-3358. Alternatively, an investigator may provide a plan to ensure that the investigational drug or biologic will be used according to the IRB-approved protocol, under the direction of the approved investigator(s), and in compliance with FDA and university requirements.

8. [bookmark: Section8]Additional Responsibilities of Sponsor-Investigators

A. Investigators obtaining an IND to initiate and conduct research must also fulfill the federal requirements of sponsors. These requirements include (but are not limited to) additional FDA reporting (e.g., annual progress reports), data monitoring, and recordkeeping obligations. Institutional assistance for “sponsor-investigators” conducting research with investigational drugs or biologics is also available, as described in the following paragraph.

B. When an Ohio State investigator obtains an IND to perform human subjects research, representatives from the Clinical Trials Research Office (CTMO), Center for Clinical and Translational Science (CCTS), or the Comprehensive Cancer Center Clinical Trials Office (CTO) are available to meet with the PI (and research staff, as applicable) to review the FDA responsibilities of investigators and sponsors. The groups work with the IRBs and Office of Research Compliance to assure investigator and institutional compliance with IRB and FDA requirements. The groups will assist investigators with information on FDA requirements, submission of required FDA reporting, and drug accountability and recordkeeping procedures.

C. Sponsor-investigators may be referred to one of the above-mentioned groups for IND assistance, at the discretion of the IRB.

D. In addition to FDA regulations for the protection of human subjects (21 CFR Parts 50, and 56) and use of investigational drugs (21 CFR 312), additional regulations may apply to sponsor-investigators, depending on the nature of the research. These regulations include:
· Electronic Records; Electronic Signatures (21 CFR 11)
· Financial Disclosure by Clinical Investigators (21 CFR 54)
· Current Good Manufacturing Practice in Manufacturing, Processing, Packing, or Holding of Drugs (21 CFR 210)
· Current Good Manufacturing Practice for Finished Pharmaceuticals (21 CFR 211)
· Applications for FDA Approval to Market a New Drug (21 CFR 314)
· Bioavailability and Bioequivalence Requirements (21 CFR 320)
· Over-the-Counter Human Drugs Which are Generally Recognized as Safe and Effective and Not Misbranded (21 CFR 330)
· Applications for FDA Approval of a Biologic License (21 CFR 601).

E. [bookmark: _Hlk87341119]For more information describing the FDA requirements for sponsors and investigators when research is initiated and conducted with investigational drugs or biologics, see 21 CFR 312 Subpart D – Responsibilities of Sponsors and Investigators. Additional guidance describing the international standards for good clinical practices in human subjects research (“ICH/GCP”) is available at E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1) and in HRPP policy [Additional Requirements for Clinical Research: ICH-GCP].
	
9. Applicable Regulations/Guidance

21 CFR 50; 21 CFR 56; 21 CFR 312; 21 CFR 600; FDA Guidance “E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1)” (03/18); FDA Guidance “Expanded Access to Investigational Drugs for Treatment Use – Questions and Answers” and “Charging for Investigational Drugs Under an IND – Questions and Answers” (06/16); FDA Information Sheets: “Frequently Asked Questions” and “‘Off-label’ and Investigational Use of Marketed Drugs, Biologics and Medical Devices” (05/06/20); The Ohio State University Wexner Medical Center “Investigational Drug Service Policies and Procedures” (09/12/14)
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1. Overview

Investigators and IRBs must ensure that research (i.e., clinical investigation) involving medical devices is conducted in accordance with applicable federal regulations. These regulations describe, among other things, requirements for Investigational Device Exemptions (IDEs), use of custom devices and Humanitarian Use Devices (HUDs), in vitro diagnostics, investigational device accountability and record retention, and responsibilities of investigators, IRBs, and sponsors when research is conducted with medical devices.
The purpose of this policy is to describe the requirements for research involving medical devices, including the responsibilities of investigators, IRBs, and sponsors. 
2. Definitions

Clinical Investigation: Also: research, clinical research, clinical study. Any experiment that involves a medical device and one or more human subjects when one of the following is true:
· The test article(s) is not legally marketed as a medical device in the United States;
· The results of the investigation are intended to be later submitted to or held for inspection by FDA as part of an application for research or marketing permit; or
· The research is evaluating the safety, effectiveness, or performance of the test article(s). 
Note: Non-clinical laboratory studies are not considered to be clinical investigations. See the DHHS definition of research for DHHS-regulated research.

Custom Device: A device that necessarily deviates from devices generally available or from an applicable performance standard or pre-market approval requirement to comply with the order of an individual physician or dentist and that is:
· Not generally available or generally used by other physicians or dentists;
· Not generally available in finished form for purchase or for dispensing upon prescription;
· Not offered for commercial distribution through labeling or advertising; and
· Intended for use by an individual patient named in the order of a physician or dentist and is to be made in a specific form for that patient, or is intended to meet the special needs of the physician or dentist in the course of professional practice.

Device: Also: medical device. Instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent, or other similar or related article (including a component part), or accessory that is: 
· Recognized in the official National Formulary or United States Pharmacopoeia (or any supplement to these);
· Intended for use in the diagnosis of disease or other conditions or in the cure, mitigation, treatment, or prevention of disease in man or other animals; or
· Intended to affect the structure or any function of the body of man or other animals 
And that does not achieve any of its primary intended purposes through chemical action within or on the body and is not dependent upon being metabolized for the achievement of any of its primary intended purposes.

Humanitarian Device Exemption (HDE): An application that permits the marketing of a humanitarian use device.
Humanitarian Use Device (HUD): A device that is intended to benefit patients in the treatment and diagnosis of diseases or conditions that affect (or are manifested in) fewer than 8,000 individuals in the US per year. 
Implant: A device that is placed into a surgically or naturally formed cavity of the human body if it is intended to remain there for a period of 30 days or more.
Investigational Device: A device that does not have FDA approval/clearance for its clinical indication or for its proposed use in the study and/or its use is the subject of a clinical study designed to evaluate the safety, effectiveness, or performance of the device.
Investigational Device Exemption (IDE): An application that permits a device that would otherwise be required to comply with a performance standard (e.g., 510(k) submission) or to have pre-market approval by FDA to be legally shipped for a clinical investigation.
In Vitro Diagnostics: In vitro diagnostic (IVD) products are those reagents, instruments, and systems intended for use in diagnosis of disease or other conditions, including a determination of the state of health, in order to cure, mitigate, treat, or prevent disease or its sequelae. Such products are intended for use in the collection, preparation, and examination of specimens taken from the human body.
Non-Significant Risk (NSR) Device: An investigational device that does not meet the definition of a significant risk device.
Significant Risk (SR) Device: An investigational device that is:
· Intended as an implant and presents a potential for serious risk to the health, safety, or welfare of a subject;
· For use in supporting or sustaining human life and represents a potential for serious risk to the health, safety, or welfare of a subject;
· For a use of substantial importance in diagnosing, curing, mitigating, or treating disease or otherwise preventing impairment of human health and presents a potential for serious risk to the health, safety, or welfare of a subject; or
· Otherwise presents a potential for serious risk to a subject.

Sponsor: A person who takes responsibility for and initiates a clinical investigation. The sponsor may be an individual or pharmaceutical company, governmental agency, academic institution, private organization, or other organization. The sponsor does not actually conduct the investigation unless the sponsor is a sponsor-investigator. A person, other than an individual, that uses one or more of its own employees to conduct an investigation that it has initiated is a sponsor, not a sponsor-investigator, and the employees are investigators.
Note: Under FDA regulations and for the purposes of this policy, “sponsor” is unrelated to financial or in-kind support of a study.
Sponsor-Investigator: An individual who initiates and conducts an investigation and under whose immediate direction an investigational drug or device is administered, dispensed, or used. 
Note: The regulatory requirements applicable to a sponsor-investigator include those applicable to both an investigator and a sponsor.

3. General Information

A. When human subjects research involves the use of medical devices, FDA regulations apply. Investigators must provide sufficient information about the device for the IRB to evaluate its associated risks and benefits, including the FDA approval status of the product (i.e., approved/cleared for marketing or investigational).

B. The FDA’s Center for Biologics Evaluation and Research (CBER) regulates some biologics and associated products as medical devices. When the use of such a product meets the definition of an investigational device, it is subject to this policy and FDA’s medical device regulations, as described below. For more information see Investigational Device Exemptions (IDEs) for CBER-Regulated Products and Devices Regulated by the Center for Biologics Evaluation and Research. For information on clinical investigations of biologics regulated as drugs, refer to HRPP policy [Research Involving Investigational Drugs].

C. Medical devices can receive FDA approval or clearance for marketing in several different ways, as described at Device Advice: How to Study and Market Your Device. Marketing pathways include the following: 
· Pre-market approval (PMA): A PMA is the most stringent type of premarket submission and requires clinical trials to determine the safety and efficacy of a new device. 
· Marketing clearance (510(k) pre-market notification): Marketing clearance through this pathway is granted by FDA when a device is determined to be “substantially equivalent” to a device already on the market. 
· De Novo Classification Request: The De Novo process provides a pathway to classify novel low- or moderate-risk medical devices that do not require a PMA but for which there is no legally marketed predicate device.
· Devices exempt from pre-market review: Certain class I and class II devices are exempt from the 510(k) pre-market notification requirements but must still comply with other applicable FDA regulations. 
Note: Exemption from pre-market review requirements is different than IDE exemption and exemption from IRB review.
· Humanitarian Device Exemption (HDE): HDE provides a regulatory pathway for class III devices that are intended to benefit patients with rare diseases or conditions.

D. Investigational devices include medical devices under clinical investigation to test their safety and efficacy, as well as investigation of certain modifications or new intended uses of already marketed devices. Investigational devices also include devices that are not legally marketed when they are administered to human subjects, even if safety and efficacy are not evaluated.

E. The FDA requirements for studies involving investigational devices are proportional to the potential risk level (see “Significant and Non-Significant Risk Device Studies” below). 

· Significant risk device studies must follow all the IDE regulations and must have a formal IDE application approved by FDA before they may proceed.
· Non-significant risk studies do not require an IDE submission but are considered to have an approved IDE and must meet the abbreviated IDE requirements described at the following links:
1. Device Advice: Nonsignificant Risk Device
2. Device Advice: Responsibilities of Sponsors for Nonsignificant Risk Device Studies
3. Device Advice: Responsibilities of Investigators for Nonsignificant Risk Device Studies 
· Certain investigational device studies are exempt from the IDE requirements. For information about the FDA exemptions from the IDE requirements, see Device Advice: IDE Exempt Investigations.

F. When the proposed use of an investigational device in research is significant risk, the sponsors/sponsor-investigators must submit an application to FDA. An IDE application must contain certain information, including the submission cover sheet (Form FDA 3514), study’s investigational plan (i.e., protocol), report of prior investigations, description of the device’s manufacturing and labeling, and copies of investigator agreements, informed consent documents, and other information to be provided to research subjects. An IDE number will be assigned by FDA upon receipt of the application. Unless earlier notification is received, studies may be initiated 30 days after FDA’s receipt of the application. Final IRB approval will not be given until confirmation of an approved IDE (e.g., FDA “study may proceed letter”) is provided, as described in section 4 below. For more information about obtaining an IDE, see 21 CFR 812 Subpart B - Application and Administrative Action and Device Advice: IDE Application.

G. An investigator obtaining an IDE for the proposed use of an investigational device in research becomes a “sponsor-investigator,” and additional institutional resources are available to assist investigators in complying with applicable FDA regulations (see “Additional Responsibilities of Sponsor-Investigators” below).
Note: For research initiated by Ohio State investigators, the IDE must be submitted in the sponsor-investigator’s name; Ohio State will not serve as an institutional sponsor nor undertake sponsor responsibilities for IDEs.
H. FDA regulations allow sponsors to charge for an investigational device. The charge should not exceed an amount necessary to recover the costs of manufacture, research, development, and handling of the investigational device. The IRBs should ensure that charges for investigational devices appear appropriate and equitable and that any additional costs to subjects are disclosed during the consent process.

I. The “off-label” use of a marketed device (i.e., a use other than the indication(s) approved/cleared by FDA) by a physician for treatment purposes does not require an IDE or IRB approval. When such uses meet the regulatory definitions of research or clinical investigation, IRB approval is required. An IDE may also be required unless the study meets the conditions for an abbreviated IDE (described at Device Advice: Nonsignificant Risk Device) or exemption (described at Device Advice: IDE Exempt Investigations).

J. In certain non-emergency situations, an investigational device intended to treat a serious or immediately life-threatening condition may be used under a treatment IDE. Such “treatment use” of an investigational device requires IRB review and approval. For more information, see 21 CFR 812.36 - Treatment Use of an Investigational Device, Device Advice: Expanded Access for Medical Devices, or contact the Office of Responsible Research Practices.

K. The “compassionate use” of an investigational device allows access for a patient (or small group of patients) who does not meet the requirements for inclusion in a study of the device, but for whom a physician believes the device may provide benefit in treating and/or diagnosing the disease or condition. Such use of an investigational device requires prior FDA approval and reporting to the IRB. For more information, see FDA guidance Device Advice: Compassionate Use (or Individual Patient/Small Group Access).

L. Additional requirements apply to the emergency use of an investigational device and planned emergency research involving investigational devices subject to FDA regulations. For more information, see HRPP policies [Emergency Use of Investigational Drugs, Biologics, or Devices] and [Planned Emergency Research].

M. Although humanitarian use devices are not investigational when used in the course of clinical care, additional FDA requirements apply to their use, including IRB notification or review as described below (see “Humanitarian Use Devices").

4. Submission and Pre-Review Procedures

A. To describe proposed uses of investigational devices in human subjects research, investigators will check “Devices” on the “Research Methods and Activities” page of the Buck-IRB application and provide an initial assessment of whether the investigation is significant risk, non-significant risk, or exempt from IDE regulations. For more information about IRB submission requirements, see HRPP policy [Submission and Pre-Review].

B. During the pre-review process, ORRP staff will review the submitted device materials to assess applicable FDA requirements. For studies involving medical devices, one of the following determinations will be made:
· The study is significant risk and requires an IDE. 
· The study is non-significant risk and fulfills the requirements for an abbreviated IDE. 
· The study device meets one of the FDA exemptions from the IDE requirements.
· The study does not involve an investigational device and/or does not meet the definition of a clinical investigation.
The IRBs will make the final determination. 
Note: For assistance in determining whether an IDE is required in a specific situation, ORRP staff may prompt investigators to contact FDA or may seek assistance from FDA directly. (For contact information, see FDA guidance "Off-label" and Investigational Use of Marketed Drugs, Biologics, and Medical Devices.)
C. When the research involves a device with an IDE, ORRP staff will verify that the IDE number provided by the investigator is valid. FDA correspondence confirming protocol-specific IDE approval (e.g., “study may proceed” letter) is required when (1) an Ohio State sponsor-investigator holds an IDE or (2) when an external entity holds an IDE, but Ohio State is the lead site reviewing the research. In other scenarios, additional forms of protocol-specific confirmation (e.g., sponsor’s protocol cover sheet or sponsor correspondence) may be acceptable in lieu of formal FDA correspondence.

5. IRB Review Requirements

A. In general, the convened IRBs will review proposed research involving investigational devices considering the criteria for approval as described by regulations and HRPP policy [Review of Research by the Convened IRB]. Applications that meet 21 CFR 56.110 and/or 45 CFR 46.110 category 1(b) or category 9 criteria may be reviewed by expedited review procedure rather than a convened IRB, as described in HRPP policy [Expedited and Administrative Review Procedures]. 
Note: Research involving a device for which an IDE is required is not eligible for expedited review.
B. When research involves the use of an investigational device, to approve the research the IRBs will also require the following:
· Available clinical and non-clinical information on the investigational product that is adequate to support the proposed research and to make the SR/NSR determination or confirm IDE exemption (when applicable)
· A valid IDE, unless the proposed use of the device fulfills the requirements for an abbreviated IDE (non-significant risk device) or meets one of the FDA exemptions from the IDE requirements
· An adequate plan for monitoring data to ensure the safety of subjects and for reporting adverse events (unanticipated adverse device effects) and unanticipated problems involving risks to subjects or others
· A plan for control, accountability, and storage of the investigational device that ensures that the product will be used only in the approved research under the direction of the approved investigator(s)
· For sponsor-investigators, evidence that they are knowledgeable about and will comply with the additional FDA requirements associated with conducting clinical investigations of medical devices

6. Significant and Non-Significant Risk Device Studies

A. Significant risk (SR) device studies pose the potential for serious risk to the health, safety, and/or welfare of research subjects. Examples include studies involving surgical sutures, cardiac pacemakers, intravascular stents, and orthopedic implants. SR studies must follow all the IDE regulations and must have a formal IDE application approved by FDA before they may proceed.

B. Non-significant risk (NSR) device studies do not present potential serious risks to subjects. Examples include studies involving most daily-wear contact lenses and lens solutions, ultrasonic dental scalers, and foley catheters. NSR device studies must follow the abbreviated requirements at 21 CFR 212.2(b) but do not require an IDE application to be approved by FDA; however, they are considered to have an IDE upon IRB concurrence of the NSR determination  (see Device Advice: Nonsignificant Risk Device and Device Advice: IDE Responsibilities).

C. Sponsors are responsible for making the initial risk determination for a proposed investigational device study. The IRB must review the sponsor's SR or NSR assessment and may modify the determination if the IRB disagrees. If the FDA has made the SR or NSR determination prior to IRB review, the IRB is not required to make this determination; FDA’s determination is final. 
Note: FDA makes SR/NSR determinations when an IDE is submitted, or if asked by a sponsor, investigator, or IRB and will provide documentation of its decision upon request.

D. The IRB will make the SR or NSR determination for a study by convened review. A description of the device, reports of prior studies conducted with the device, proposed investigational plan, risk assessment, and subject selection criteria should be considered. The sponsor’s rationale for its SR or NSR determination (unless already determined by FDA) should also be reviewed. When making the SR and NSR determination, the IRB will consider the following:
· The proposed use of the device in the investigation
· The nature of harm that may result from use of the device in the investigation
· Potential harms of additional procedures that are part of the study (e.g., surgical procedure, administration of drugs)

E. The SR/NSR determination must be documented in the IRB minutes, including a description of the reason(s) for the Board’s decision.

F. The IRB is not required to make a SR/NSR determination for studies involving devices that meet the criteria for exemption from the IDE regulations.

G. For examples of significant risk and non-significant risk devices, see FDA guidance Significant Risk and Nonsignificant Risk Medical Device Studies. 
Note: Because the device’s proposed use in a study must be reviewed, inclusion of a device on either list should not be the only consideration used by the IRB in making the SR/NSR determination.
7. Expanded Access

A. Expanded access, sometimes called "compassionate use," is the use outside of a clinical trial of a medical product that is not legally marketed in the United States. Expanded access refers to the use of a medical device when the primary purpose is to diagnose, monitor, or treat a patient’s disease or condition rather than to obtain the kind of information about the device that is generally derived from clinical trials. Except for emergency expanded access use when there is not sufficient time to secure prospective IRB review, an investigator treating a patient with an investigational device under expanded access is responsible for obtaining IRB review and approval before treatment with the investigational device may begin.

B. Under FDA’s current regulations, there are three categories of expanded access:
1. Expanded access for individual patients, including for emergency use
2. Expanded access for intermediate-size patient populations (generally smaller than those typical of a treatment IDE or treatment protocol — a treatment protocol is submitted as a protocol to an existing IDE by the sponsor of the existing IDE) 
3. Expanded access for widespread treatment use through a treatment IDE or treatment protocol (designed for use in larger patient populations).

C. For more information, see Device Advice: Expanded Access for Medical Devices or contact the Office of Responsible Research Practices.

8. Investigational Device Control, Accountability, and Record Retention

A. Investigational devices used in Ohio State research must be appropriately controlled and stored in compliance with IRB and FDA requirements and applicable university policies. Such requirements include processes to ensure that investigational products are manufactured, handled, and stored in compliance with applicable good manufacturing practices; inventory and accountability records are maintained for investigational device receipt, dispensing, and disposition; and investigational devices are used only in accordance with available information regarding their design, physical and chemical composition, performance, safety, biocompatibility, labeling, and the approved protocol.

B. Investigators must provide a plan to ensure that investigational devices will be used according to the IRB-approved protocol, under the direction of the approved investigator(s), and in compliance with FDA and university requirements. For more information describing the responsibilities of investigators conducting research with investigational devices, see Attachment 3.

9. [bookmark: Section9]Additional Responsibilities of Sponsor-Investigators

A. Investigators obtaining an IDE to initiate and conduct research must also fulfill the federal requirements of sponsors. These requirements include (but are not limited to) additional FDA reporting (e.g., annual progress reports), data monitoring, and recordkeeping obligations. Institutional assistance for “sponsor-investigators” conducting research with investigational devices is also available, as described below. 

Applicable IDE responsibilities are described at the following links: 
1. Device Advice: Responsibilities of Sponsors for Significant Risk Device Studies
2. Device Advice: Responsibilities of Investigators for Significant Risk Device Studies 

B. When an Ohio State sponsor-investigator obtains an IDE to perform human subjects research, representatives from the Clinical Trials Research Office (CTMO), Center for Clinical and Translational Science (CCTS), or the Comprehensive Cancer Center Clinical Trials Office (CTO) are available to meet with the PI (and research staff, as applicable) to review the FDA responsibilities of investigators and sponsors. The groups work with the IRBs and Office of Research Compliance to assure investigator and institutional compliance with IRB and FDA requirements. The groups will assist investigators with information on FDA requirements, submission of required FDA reporting, and device accountability and recordkeeping procedures.

C. Sponsor-investigators may be referred to one of the above-mentioned groups for IDE assistance, at the discretion of the IRB.

D. In addition to FDA regulations for the protection of human subjects (21 CFR Parts 50, and 56) and use of investigational devices (21 CFR 812), additional regulations may apply to sponsor-investigators, depending on the nature of the research. These regulations include:
· Electronic Records; Electronic Signatures (21 CFR 11)
· Financial Disclosure by Clinical Investigators (21 CFR 54)
· Medical Device Reporting (21 CFR 803) 
· Establishment Registration and Device Listing for Manufacturers and Initial Importers of Devices (21 CFR 807)
· In Vitro Diagnostic Products for Human Use (21 CFR 809)
· Pre-market Approval of Medical Devices (21 CFR 814)
· Medical Devices: Quality System Regulation (21 CFR 820)
· Medical Device Classification Procedures (21 CFR 860)
· Laboratory Requirements (42 CFR 493). 

E. For more information describing the FDA requirements for investigators and sponsors when research is initiated and conducted with investigational devices, see Device Advice: IDE Responsibilities. Additional guidance describing the international standards for good clinical practices in human subjects research (“ICH/GCP”) is available at E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1) and in HRPP policy [Additional Requirements for Clinical Research: ICH-GCP].

10. [bookmark: Section10]Humanitarian Use Devices

A. An approved humanitarian device exemption (HDE), containing sufficient information for FDA to determine that the probable benefits outweigh the risks of a device’s use, is required for marketing a humanitarian use device. (Note: Results from scientifically valid clinical investigations demonstrating efficacy are not required for HDEs.)  For a list of approved HDEs, see Approved HDE Summaries of Safety and Possible Benefit.

B. Humanitarian use devices are marketed products; therefore, their use does not constitute research when used according to the approved labeling in the course of clinical practice; however, IRB approval is required before the HUD is administered. FDA regulations require that initial IRB review and approval of the HUD occur at a convened meeting. Continuing review must be performed at least annually but may be conducted by expedited review procedures.

C. IRB review of HUDs should consider the criteria for approval (as applicable) described by regulations and HRPP policy [Review of Research by the Convened IRB]. The following materials should be reviewed:
· HDE approval order
· Description of the device
· Product labeling
· Patient information packet
· Consent form
· Summary of the proposed use of the device, including a description of any screening procedures, HUD procedure, and any follow-up visits, tests, or procedures for patients
Patient information packets are available for most HUDs and generally contain a description of the potential risks and benefits of the HUD and any procedures associated with its use. The HDE approval order, product labeling, and patient information packet for an HUD can be obtained from the FDA website; see Approved HDE Summaries of Safety and Possible Benefit. 
D. Informed consent should be obtained orally or in writing before HUD use. Minimally, the consent process should contain a discussion of the potential risks and benefits of the HUD, description of the procedures associated with its use, and a statement that the device is a “humanitarian use device” that has not undergone clinical testing for effectiveness. Use of the HUD should not be referred to as “research” or a “clinical investigation.”  The IRBs will approve the consent process, its content, and any associated documents (i.e., consent form, information packet, etc.) that will be distributed to recipients of the HUD. HIPAA research authorization is not also required, unless the HUD is used as part of a research study.

E. FDA regulations require the institution and/or device manufacturer to report to FDA and the IRB deaths or serious injuries that may have been caused by an HUD or malfunctions that would “be likely to cause or contribute to a death or serious injury if the malfunction were to recur.”

F. Investigational use of an HUD (i.e., to evaluate the device’s safety and effectiveness) must comply with regulations governing research use of medical devices, as described above, including requirements for an approved IDE in addition to IRB approval when the HUD is a significant risk device. For more information on HUDs, including investigational and emergency uses, see FDA guidance Humanitarian Device Exemption (HDE) Program.

11. Custom Devices

FDA regulations do not require IRB review and approval for custom device use. However, to ensure adequate patient protections the requirements for the emergency use of devices, including prior notification, informed consent, and five-day reporting, should be followed when custom devices are used. For more information on these requirements, see HRPP policy [Emergency Use of Investigational Drugs, Biologics, or Devices].

12. Applicable Regulations/Guidance

21 CFR 50; 21 CFR 56; 21 CFR 812; 21 CFR 814; FDA Guidance “Device Advice: Comprehensive Regulatory Assistance” (06/23/21), “Investigational Devices Exemptions (IDEs) for CBER-Regulated Products” (04/20/21), “Devices Regulated by the Center for Biologics Evaluation and Research” (03/22/18), “Humanitarian Device Exemption (HDE) Program” (09/06/19), and “E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1)” (03/18); FDA Information Sheets: “Frequently Asked Questions About Medical Devices” (01/06), “‘Off-label’ and Investigational Use of Marketed Drugs, Biologics, and Medical Devices” (05/06/20), and “Significant Risk and Nonsignificant Risk Medical Device Studies” (01/06)

13. History 

Issued: 08/31/2009
Revised: 06/04/2012, 12/19/2016, 11/15/2021Edited: 04/20/2022
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1. Overview

The purpose of this policy is to describe the requirements for IRB approval (or exemption) and informed consent for any of the following:
· Data and/or biospecimens collected for research purposes
· Data and/or biospecimens collected, stored, and/or distributed for future research uses
· Previously collected data/biospecimens used for secondary research

2. Definitions

[bookmark: Anonymous]Anonymous: Unidentified (i.e., personally identifiable information was not collected, or if collected, identifiers were not retained and cannot be retrieved); information or materials (e.g., data or biospecimens) that cannot be linked directly or indirectly by anyone to their source(s). 
Biospecimen: Also: sample. Human biological material, including solid material (e.g., tissue, organs), body fluid (e.g., blood, urine, saliva, semen, cerebrospinal fluid), and cells.
[bookmark: Coded]Coded: Direct personal identifiers (e.g., name, date of birth, address) have been removed (e.g., from data or biospecimens) and replaced with words, letters, figures, symbols, or a combination of these (not derived from or related to the personal information) for purposes of protecting the identity of the source(s); but the original identifiers are retained in such a way that they can be traced back to the source(s) by someone with the code. Note: A code is sometimes also referred to as a “key,” “link,” or “map.”
De-identified: All direct personal identifiers are permanently removed (e.g., from data or biospecimens), no code or key exists to link the information or materials to their original source(s), and the remaining information cannot reasonably be used by anyone to identify the source(s). 
Note: For purposes of HRPP policy, protected health information (PHI) is de-identified when it does not contain any of the 18 identifiers specified by the Health Insurance Portability and Accountability Act (HIPAA) at 45 CFR Part 164 or has been determined to be de-identified by a statistician in accordance with the standards established by the Privacy Rule. For more information, including the list of identifiers that must be removed to de-identify health information, see HIPAA and Human Subjects Research.
[bookmark: Remnant_Biospecimen]Leftover/Remnant Biospecimen: Remaining portion of a biospecimen obtained for clinical purposes that is no longer needed for its original purpose and that would otherwise be discarded.
Personally Identifiable Information (PII): Information that can be used to distinguish an individual’s identity, such as name, social security number, date of birth, etc., or information linked to an individual, such as medical, financial, or employment information.
Repository: Also: bank. Collection of data and/or biospecimens obtained and stored for future research uses and/or distribution, including a collection not originally or primarily obtained for research purposes. 
Secondary Research: Study of existing information or materials (e.g., data or biospecimens) that have been previously collected for a purpose (including non-research purposes) other than the currently proposed activity.

3. General Information

A. Prospective collection of data and/or biospecimens for research purposes (e.g., additional questions added to routine surveys being performed for non-research purposes, an extra tube of blood taken at the time of clinical blood drawing) is “research involving human subjects,” and IRB review and approval is required. Informed consent (and HIPAA authorization for data that include PHI) must also be obtained.

B. Collection and storage of data and/or biospecimens for future research uses and/or distribution (i.e., rather than using data/biospecimens only for pre-defined analyses as described in a specific IRB-approved protocol) are activities that meet the definition of “research involving human subjects;” and IRB review and approval is required (see “Repositories – Collection, Storage, and/or Distribution of Data/Biospecimens”). Informed consent (and HIPAA authorization for data that include PHI) is also required.

C. When the data and/or biospecimens to be stored for future research uses are generated as part of another research study (e.g., clinical trial), a separate protocol describing repository activities must generally be submitted for IRB review and approval unless the bank is externally controlled (see “Repositories – Collection, Storage, and/or Distribution of Data/Specimens”). Note: Sponsor-mandated data sharing may not require a stand-alone repository submission.

D. In some cases, secondary uses of previously collected data and/or biospecimens meet the definition of “research involving human subjects,” and IRB approval or exemption is required (see “Secondary Uses of Previously Collected Data/biospecimens”). 

E. Activities involving data and/or specimens that do not require IRB approval under DHHS regulations (see “Activities That Are Not Human Subjects Research”) must still receive IRB approval if the activities are subject to FDA regulations (e.g., involving FDA-regulated products or submission of data/results to FDA). Activities with data and/or biospecimens defined by FDA as “research involving human subjects” include testing of in vitro diagnostic devices using biological specimens and the use of clinical data for historical “controls” in investigational drug studies, regardless of identifiability. For more information see HRPP policies [Research Involving Investigational Drugs] and [Research Involving Medical Devices].

F. An investigator may de-identify data and/or biospecimens under his or her control (e.g., data collected by the investigator for another study) for future research uses with IRB review and approval of the de-identification plan. De-identification details may be included in an initial submission (e.g., retained data points, consent disclosure), which would allow the investigator to de-identify the dataset, close the study, and continue data analysis without ongoing IRB oversight requirements. When an investigator requests de-identification of a previously approved project, the original informed consent document must be reviewed to ensure it is not inconsistent with the proposed de-identification and further data use.

G. Certain activities involving data and/or biospecimens do not meet the definition of “research involving human subjects” and do not require IRB approval or exemption, as described below.

4. [bookmark: Activities_not_HSR]Activities That Are Not Human Subjects Research

A. Laboratory research with commercially available tissue specimens, cell lines, or other human cells does not meet the definition of “research involving human subjects” and may be performed without IRB approval or exemption. 
Note: Vendors may require IRB approval/exemption for use of their products in human subjects research. In such cases, IRB approval/exemption will be provided.
B. [bookmark: _Hlk85558367]Research with autopsy biospecimens does not meet the definition of “research involving human subjects” and may be performed without IRB approval or exemption. Research involving decedents’ PHI is subject to HIPAA regulations. HIPAA authorization (or waiver) is generally not required for use or disclosure of PHI for research involving decedents only, with appropriate representations from the researcher. For more information, contact The Ohio State University Wexner Medical Center Privacy Officer at 614-293-4477. Consent for autopsy must be signed by next of kin as specified by state law (Ohio Revised Code 2108.81). For more information, see The Ohio State University Wexner Medical Center Regional Autopsy Center or contact 614-247-7499. 

C. Research with previously collected anonymous data and/or biospecimens does not meet the definition of “research involving human subjects” and may be performed without IRB approval or exemption only when the data/biospecimens to be studied were not collected specifically for the current research. 

D. Research with previously collected coded data and/or biospecimens does not meet the definition of “research involving human subjects” and may be performed without IRB approval or exemption only when all of the following conditions are met:
· The data and/or biospecimens to be studied were not collected specifically for the current research.
· Investigator(s) cannot “readily ascertain” the identity of the source(s) of the coded data or biospecimens because one or both of the conditions below is met:
· The investigators and the holder of the “key” enter into an agreement prohibiting the release of the key to the investigators under any circumstances (until the source individuals are deceased).
· IRB-approved written policies and procedures for the repository or data coordinating center prohibit the release of the key to the investigators under any circumstances (until the source individuals are deceased).

E. Research with remnant biospecimens does not meet the definition of “research involving human subjects” and may be performed without IRB approval or exemption only when their use meets the conditions for anonymous or coded biospecimens above. 

5. Exempt Research

A. Research involving existing data and/or biospecimens is exempt when all of the following conditions are met:
· All data and/or biospecimens are available, or “on the shelf,” at the time the research is submitted for an exempt determination.
· The sources of the data and/or biospecimens are publicly available or the information is recorded by the investigator in a way that participants cannot be identified, directly or through identifiers linked to the participants.
· The research is not subject to FDA regulations

B. Prospective collection of biospecimens is not exempt from IRB review. Prospective data collection may be exempt in certain cases (e.g., some research qualifying under exempt category #1), depending on the nature of the data and population from whom the information is collected. For more information see HRPP policy [Exempt Research].

6. [bookmark: Secondary_Uses]Secondary Uses of Previously Collected Data/Biospecimens

A. IRB approval or exemption is required for secondary research uses of previously collected data and/or biospecimens, unless only anonymous or coded data/biospecimens are used as described above (see “Activities That Are Not Human Subjects Research”). 

B. Secondary research uses of non-research collections of data/biospecimens (e.g., data or biospecimens that are retained for purposes other than research, such as clinical or educational records, archived pathology specimens, etc.) require IRB approval or exemption, as such collections have not been established as repositories with IRB-approved procedures for releasing materials that consider human subjects protection requirements. 

C. Secondary (i.e., “new”) uses of data/biospecimens obtained for primary research purposes by an investigator with IRB approval (or exemption) require IRB review of an amendment or a new protocol describing the proposed secondary use, depending on the previous approval (or exemption) and the new research objective(s). Informed consent may also be required for this new use (as described below), depending on the scope of the original consent and the newly proposed research.

D. Research using previously collected data and/or biospecimens must be consistent with the scope and terms described in the original informed consent process/document, as applicable. If consent was not obtained (e.g., data/biospecimens obtained for non-research purposes) or the original consent does not adequately include the proposed secondary use, specific informed consent for the new research may be required. De-identification or coding of data/biospecimens should not be used as a means for circumventing the original terms of consent. Except in unusual circumstances, informed consent is required when identifiable data and/or biospecimens are used. 

E. Informed consent (and HIPAA authorization, when applicable) can be waived by the IRB for minimal risk non-exempt research with previously collected data and/or biospecimens when the research meets the regulatory criteria for waiver (see “Informed Consent Requirements”).

F. Protocols for using previously collected data and/or biospecimens for research purposes should include the following information, as applicable: 
· Purpose of using data/biospecimens
· Type(s) of data/biospecimens to be studied
· Source(s) and circumstances under which the data/biospecimens were collected
· State of the data/biospecimens to be obtained (i.e., identifiable or coded)
· If the requested data include individually identifiable protected health information
· Whether informed consent (and HIPAA authorization, when applicable) was obtained for collection and future use of data/biospecimens
· Physical location/equipment and security provisions for data/biospecimen storage
· Process for destruction or de-identification of identifiable or coded data/biospecimens at the end of the retention period 
Note: Investigators should de-identify materials when identifiers are no longer needed, consistent with the research; when identifiers are needed, only the minimum necessary should be retained.

G. Investigators may only share data and/or biospecimens with collaborators (internal or external to Ohio State) for secondary research purposes with IRB approval. 

H. Distribution of data and/or biospecimens for secondary research uses beyond a single transfer described in a specific IRB-approved protocol generally requires approval for a repository (see “Repositories – Collection, Storage, and/or Distribution of Data/Biospecimens”).

I. Confidential disclosure agreements (CDAs), data use agreements (DUAs), or material transfer agreements (MTAs) may be required for sharing research data or biospecimens with non-Ohio State collaborators. For more information and signatory authority, contact the Office of Innovation and Economic Development.

J. [bookmark: _Hlk85558806]Access to and/or use of identifiable patient information from medical records or clinical databases for research purposes must comply with the requirements of the HIPAA Privacy and Security Rules and university policy [i.e., University Hospital Policy 09-11: Use of Patient Information by Hospitals and Medical Staff, Protected Health Information and HIPAA]. For more information, contact the appropriate Ohio State privacy officer.

K. The proposed use of student education or treatment records in research must comply with the requirements of the Family Educational Rights and Privacy Act (FERPA). For information about the release of student records at Ohio State, see Privacy and Release of Student Education Records or contact the Office of the University Registrar.

7. [bookmark: Repositories_Collection_Storage_Dist]Repositories – Collection, Storage, and/or Distribution of Data/Biospecimens

A. Data and biospecimen repositories/banks may range from materials held by a single investigator in his/her office or laboratory to large networks with central coordinating centers. Although the size, purpose, types of information and materials stored, and populations from whom the data/biospecimens are collected may also vary widely, creating a data and/or specimen bank for future research purposes (i.e., rather than using data/biospecimens only for pre-defined analyses as described in a specific IRB-approved protocol) is defined as “research involving human subjects;” and IRB review and approval is required.

B. Informed consent is required for collection of data and/or biospecimens to be stored for future research (see “Informed Consent Requirements”). HIPAA authorization is also required when the data include protected health information.

C. Protocols for creating data and/or biospecimen repositories for research purposes should include the following information, as applicable:
· Purpose of collecting and storing data/biospecimens
· Type(s) of data/biospecimens to be collected and stored
· Source(s) and circumstances of data/biospecimen collection (i.e., obtained directly from participants or from a secondary source)
· How the data/biospecimens will be stored (i.e., identifiable, coded, or de-identified)
· If the data include individually identifiable protected health information
· Physical location/equipment and security provisions for data/biospecimen storage
· Length of time data/biospecimens will be stored
· Any limits on data/biospecimens’ intended future use (e.g., for cancer research only)
· With whom data/biospecimens may be shared (including non-Ohio State researchers)
· Process for requesting and releasing data/biospecimens
· How data/biospecimens will be released (i.e., identifiable, coded, or de-identified)
· Procedures to withdraw participants’ data/biospecimens from future research
· Plan for continuing repository operations in the absence (or departure) of the principal investigator
· Process for destruction or de-identification of identifiable or coded data/biospecimens at the end of the retention period

D. [bookmark: _Hlk85460332]If a National Institutes of Health (NIH) Certificate of Confidentiality (CoC) is not automatically issued, consideration should be given to obtaining a CoC to protect the confidentiality of banked identifiable or coded data/biospecimens. For more information about Certificates of Confidentiality, see “NIH Certificates of Confidentiality” in HRPP policy [Privacy and Confidentiality] or NIH Certificates of Confidentiality (CoC) - Human Subjects. 

E. Methods for handling and storing data (including the use of personal computers and portable storage devices) must comply with university policies. Restricted data, including protected health information, must be encrypted if stored or used on portable devices, if removed from a secure university location, or if electronically transmitted. For more information, see [Policy on Institutional Data] and [Research Data Policy].

F. Investigators and IRBs should consider when research involving the collection and storage of personally identifiable information might expose research participants to the risk of fraud or identity theft. This is especially important in research linked to “fee-for-service” activities, where federal financial regulations for protecting consumers against identity theft may apply. In such cases, plans for handling and storing personally identifiable information must comply with university policy and Federal Trade Commission rules. For more information, see university policy [Identity Theft Red Flags Policy 5.16]. 

G. Medical staff rules and regulations [84-09] and The Ohio State University Wexner Medical Center policy [Care of Pathology and Culture Specimens] require pathology examination of diagnostic surgical tissue/biospecimens prior to collection of these materials for research purposes.

8. [bookmark: Informed_Consent_Requirements]Informed Consent Requirements

A. Informed consent must be obtained for collection and storage of data and/or biospecimens for future research and should generally be obtained separately from consent to other research participation. HIPAA authorization is also required when the data include protected health information. For more information on the requirements for obtaining and documenting informed consent, see HRPP policies [Informed Consent Process and the Elements of Informed Consent] and [Documentation of the Informed Consent Process].

B. Investigators and IRBs should balance the ethical obligation to provide sufficient information regarding possible future research uses of stored data and/or biospecimens during the consent process for banking with the practical issues of trying to anticipate and describe all possible research uses of these materials. However, the consent process for collecting and banking data and/or biospecimens should be as specific as possible regarding the circumstances and any risks associated with data/biospecimen collection, as well as the procedures for maintaining the security and confidentiality of the stored materials. In addition to the required elements of informed consent, the consent process should include the following information, as applicable:
· Description of the data/biospecimens to be collected and how they will be obtained
· Any risks associated with obtaining the data/biospecimens
· How the data/biospecimens will be used (to the extent known)
· Any limits on data/biospecimens’ intended future use (e.g., for cancer research only)
· Whether any identifying information will be retained, and if so, how it will be stored
· Certificate of Confidentiality information (when a Certificate is issued or obtained)
· Description of the repository, including physical location, security procedures, etc.
· Who will have access to the data/biospecimens
· How long the data/biospecimens will be stored
· With whom data/biospecimens may be shared (including non-Ohio State researchers or external sponsor-mandated repositories)
· How to withdraw data/biospecimens from future research
· Whether or not participants may be re-contacted in the future (e.g., for consent to future research, to return research results, etc.)

C. If biospecimens may be commercialized, the consent process/document must include language that complies with state law. For required consent language for Ohio State-controlled repositories, see Consent Template LanguagResearchers must inform participants of the protections and limitationse by Topic. For external repositories, the sponsors’ commercialization language may be used. In addition, HIPAA regulations prohibit the sale of an individual’s PHI without his/her authorization. For questions, contact The Ohio State University Office of Legal Affairs at 614-292-0611. 

D. When identifiable biospecimens and/or genetic information are stored and may be released for future research that may include genetic testing, the consent process/document should also include language describing the protections provided by the Genetic Information Nondiscrimination Act. For specific language, see Consent Template Language by Topic.

E. The informed consent process/document must not include any exculpatory language through which subjects are made to waive or appear to waive any legal rights regarding the collection or use of their data and/or biospecimens. For more information see HRPP policy [Informed Consent Process and the Elements of Informed Consent].

F. Research using previously banked data and/or biospecimens should be consistent with the scope and terms described in the original informed consent process/document, as applicable. If consent was not obtained (e.g., data/biospecimens obtained for non-research purposes) or the original consent does not adequately include the proposed secondary use, specific informed consent for the new research may be required. Except in unusual circumstances, informed consent is required when identifiable data and/or specimens are used.

G. Informed consent (and HIPAA authorization, when applicable) can be waived by the IRB for minimal risk, non-exempt research with data and/or biospecimens (e.g., retrospective record review studies) when the research meets the regulatory criteria for waiver. Waiver of HIPAA authorization can also be granted (when applicable) by the Privacy Board for secondary uses of existing data and/or biospecimens in exempt research. For more information on waiver of informed consent, see HRPP policy [Informed Consent Process and the Elements of Informed Consent].

9. Applicable Regulations/Guidance

National Bioethics Advisory Commission “Research Involving Human Biological Materials: Ethical Issues and Policy Guidance” (08/99); NIH “Research Repositories, Databases, and the HIPAA Privacy Rule” (07/02/04); NIH Certificates of Confidentiality Policy (10/01/2017), OHRP “Guidance on Research Using Coded Private Information or Specimens” (10/16/08); OHRP “Guidance on the Genetic Information Nondiscrimination Act: Implications for Investigators and Institutional Review Boards” (03/24/09); OHRP “Issues to Consider in the Research Use of Stored Data or Tissues” (11/07/97); “Report of the Public Responsibility in Medicine and Research (PRIM&R) Human Tissue/Specimen Banking Working Group” (03/07); The Secretary’s Advisory Committee on Human Research Protections (SACHRP) “FAQs, Terms, and Recommendations on Informed Consent and Research Use of Biospecimens” (07/20/11)

10. History

Issued: 08/29/2010
Revised: 06/20/2011, 06/04/2012, 02/13/2013, 03/07/2014, 11/21/2016, 11/15/2021
      Edited: 04/20/2022
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1. Overview

The IRB may approve an exception to the requirements for informed consent for research on life-threatening conditions for which available treatments are unproven or unsatisfactory and where it is not possible to obtain informed consent from research participants or their legally authorized representatives.

The purpose of this policy is to outline the additional protections required by the regulations for planned emergency research where the requirements for informed consent are waived.

2. Definitions

Family Member: For purposes of the waiver of informed consent for emergency research, any one of the following legally competent persons: spouse, parent, child (including an adopted child), brother, sister, spouse of a brother or sister, and any individual related by blood or affinity whose close association with the subject is the equivalent of a family relationship.

Planned Emergency Research: Research involving human subjects who are in need of emergency medical intervention (e.g., comparison of methods for providing cardiopulmonary resuscitation), but who cannot give informed consent because of their life-threatening medical conditions and who do not have an available legally authorized representative to provide consent.

3. General Information

A. Persons with life-threatening conditions who cannot either provide informed consent or refuse research participation are considered to be a vulnerable population. The lack of subject autonomy and inability of subjects to provide informed consent require that additional protections are provided in the review, approval, and performance of this research.

B. Prior and continuing IRB reviews are required for planned emergency research. The IRB must approve both the research and the exception to the requirements for informed consent (i.e., waiver) by finding and documenting that the regulatory criteria described below are met.

C. To approve a waiver of informed consent for research conducted in emergency settings, a licensed physician who is a member (or consultant) of the IRB and who is not otherwise participating in the research must agree with the IRB’s determination that the criteria for consent waiver are met. Documentation of the physician’s concurrence is also required for approval; therefore, IRB meeting minutes should specifically record the physician’s vote when planned emergency research is reviewed.

D. The requirements for planned emergency research subject to FDA regulations differ slightly from the requirements for research subject to DHHS regulations, as described below. For information on activities that are defined by FDA and DHHS regulations as “research involving human subjects,” see HRPP policy [Research Involving Human Subjects]. All planned emergency research at The Ohio State University must meet the requirements described below in “Exception to the Requirements for Informed Consent.”

E. Planned emergency research conducted in life-threatening situations must be differentiated from the “emergency use” of an investigational drug or biologic or unapproved medical device. The emergency use provision in FDA regulations allows for a single use of an investigational drug or biologic or unapproved medical device for a human subject in a life-threatening situation for which no standard acceptable treatment is available and when there is not sufficient time to obtain IRB approval. For more information about the requirements for emergency uses, see HRPP policy [Emergency Use of Investigational Drugs, Biologics, or Devices].

4. Exception to the Requirements for Informed Consent

A. The IRB may approve emergency research without requiring that informed consent is obtained from subjects or their legally authorized representatives only if the IRB finds and documents that each of the requirements below has been met.

1. The human subjects are in a life-threatening situation.
· Intervention is required before consent from legally authorized representatives is feasible.
2. Available treatments are unproven or unsatisfactory.
· The relative risks and benefits of the proposed intervention are unknown or thought to be equivalent (or better) compared to standard therapy.
3. The collection of valid scientific evidence (including evidence from randomized, placebo-controlled studies) is necessary to determine the safety and efficacy of the intervention.
4. Obtaining informed consent is not feasible because of all of the following: 
· The subjects will not be able to give their informed consent as a result of their medical condition(s).
· The intervention under investigation must be administered before consent from the subjects' legally authorized representatives is feasible.
· There is no reasonable way to prospectively identify the individuals likely to become eligible for participation in the research.
5. Participation in the research holds out the prospect of direct benefit to the subjects because of all of the following: 
· Subjects are facing a life-threatening situation that necessitates intervention.
· Appropriate animal and other preclinical studies have been conducted and the information derived from those studies (and related evidence) supports the potential for the intervention to provide a direct benefit to the individual subjects.
· Risks associated with the research are reasonable in relation to what is known about the medical condition of the potential class of subjects, the risks and benefits of standard therapy, and what is known about the risks and benefits of the proposed intervention or activity.
6. The research could not practicably be carried out without the IRB approval of a waiver of informed consent.
· Recruitment of subjects providing informed consent could bias the science, the science is less rigorous as a result of restricting the research to subjects who can provide consent, or the research would be unreasonably delayed by restricting it to consenting subjects.
7. The protocol defines the length of the potential therapeutic window based on scientific evidence, and the investigator has committed to attempting to contact a legally authorized representative for each subject within that window of time and, if feasible, to asking the legally authorized representative for consent rather than proceeding without consent.
· Investigators will summarize efforts made to contact legally authorized representatives and provide this information to the IRB at the time of continuing review.

8. The IRB has reviewed and approved an informed consent process and consent document meeting all the requirements described in regulations and HRPP policies [Informed Consent Process and the Elements of the Informed Consent] and [Documentation of the Informed Consent Process].
· The approved informed consent procedures and consent document are to be used with subjects or their legally authorized representatives when feasible.
· The IRB has approved procedures and information to be used when providing an opportunity for a family member to object to the subject’s participation (as described below).

9. Additional protections of the rights and welfare of subjects will be provided, including at least: 
a. Consultation (including consultation carried out by the IRB, where appropriate) with representatives of the communities in which the research will be conducted and from which the subjects will be drawn
· Examples: Holding a public meeting in the community from which the subjects will be drawn to discuss the research, conducting a telephone poll, establishing a separate panel of community members, including community consultants to the IRB, and adding unaffiliated members to the IRB who are representative of the community
· The IRB will consider community input when reviewing the research
b. Prior to initiation of the research, public disclosure of plans for the research and its risks and expected benefits to the communities in which the research will be conducted and from which the subjects will be drawn
c. Public disclosure of sufficient information following completion of the research to apprise the community and researchers of the study, including the demographic characteristics of the research population and its results
d. Establishment of an independent data monitoring committee to exercise oversight of the research
e. If obtaining informed consent is not feasible (and a legally authorized representative is not reasonably available), the investigator has committed to attempting to contact within the therapeutic window the subject's family member who is not a legally authorized representative, if feasible, and asking whether he/she objects to the subject's participation in the research
· Only one family member must be consulted and agree (or object) to the subject's participation in the research.
· If more than one family member is present and family members disagree, the family members must work out the disagreement to enroll the potential subject.
· Investigators will summarize efforts made to contact family members and provide this information to the IRB at the time of continuing review.
Note: If a subject is enrolled in the study with waived consent and the subject dies before a legally authorized representative or family member can be contacted, information about the study (as described in the following section) is to be provided to the subject's legally authorized representative or family member, if feasible.

B. The IRB will approve procedures to inform the subject, the subject’s legally authorized representative (if the subject remains incapacitated), or a family member (if the legally authorized representative is not reasonably available) of the following at the earliest feasible opportunity:
· That the subject was included in the study
· Details of the research and other information contained in the informed consent document
· That the subject’s participation may be discontinued at any time without penalty or loss of benefits to which the subject is otherwise entitled

Note: If it is a legally authorized representative or family member that is told about the study and the subject's condition improves, the subject is also to be informed as soon as feasible.

5. Research Subject to FDA Regulations

For planned emergency research subject to FDA regulations, other specific requirements also apply, as described below.

A. The IRB will confirm and document that a separate IND or IDE is obtained for use of the investigational drug, biologic, or device to be studied in the research that clearly identifies the protocol as one that may include subjects who are unable to consent. Note: A separate IND or IDE is required even if an IND for the same drug or an IDE for the same device as the one to be studied already exists.

B. If the IRB cannot approve the research either because the criteria described above are not met or because of relevant ethical concerns, documentation of the IRB’s findings will be provided in writing to the investigator and sponsor within 14 days.
· The sponsor must promptly disclose this information to FDA and to investigators who have been asked to participate in the research or a “substantially equivalent clinical investigation” and to other IRBs that have been or are asked to review this or a substantially equivalent investigation by that sponsor.


6. Research Subject to DHHS Regulations

A. The IRB may approve research subject to DHHS regulations involving an “emergency research consent waiver” under either of the following two conditions:

1. The IRB finds and documents all of the following:
· The research is subject to FDA regulations.
· The research will be performed under a separate IND or IDE (see “Research Subject to FDA Regulations” above).
· The FDA requirements for exception from informed consent for emergency research (see “Exception to the Requirements for Informed Consent” above) have been met.

2. The IRB finds, documents, and reports to OHRP all of the following:
· The research is not subject to FDA regulations.
· The DHHS requirements for waiver of informed consent for emergency research (see “Exception to the Requirements for Informed Consent” above) have been met.

B. Because of the regulatory limitations relating to research involving prisoners, fetuses, pregnant women, and human in vitro fertilization, a waiver of informed consent cannot be approved for emergency research involving these populations. Note: These limitations do not apply to research subject only to FDA regulations.


7. Applicable Regulations/Guidance

21 CFR 50.24, 21 CFR 50.25, 21 CFR 50.27, 45 CFR 46.116, 45 CFR 46.117, Federal Register Vol. 61 No. 192 p. 51531-51533 (10/02/96), FDA Guidance “Exception from Informed Consent Requirements for Emergency Research” (04/13), OHRP Guidance “Informed Consent Requirements in Emergency Research” (OPRR Reports 97-01, 10/31/96)

8. History

Issued: 10/20/2008
Revised: 06/08/2009, 06/04/2012, 11/21/2016
Edited:11/15/2021, 04/20/2022
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1. Overview

The emergency use provision in FDA regulations is an exemption from the requirements for prior review and approval of research by the IRB. The exemption, which must meet the specific conditions described in the regulations, allows for one emergency use of an investigational drug or biologic or unapproved medical device in a life-threatening situation for which no standard acceptable treatment is available and when there is not sufficient time to obtain IRB approval. In general, subsequent use of the investigational product must undergo prospective IRB review and approval.
This policy outlines the requirements for emergency uses of investigational drugs or biologics, emergency uses of unapproved medical devices, and exceptions to the requirements for informed consent in emergency situations.

2. Definitions

Compassionate Use: Also: expanded access. Use of an investigational drug or biologic or unapproved medical device for a single subject (or small group of subjects) with a serious disease or condition, who does not meet the requirements for inclusion in a clinical investigation, and for whom no standard acceptable treatment is available. Prior FDA and IRB approval are required for compassionate use. Note: The terms compassionate use and emergency use are not synonymous.
Emergency Use: Use of an investigational drug or biologic or unapproved medical device for a human subject in a life-threatening situation for which no standard acceptable treatment is available and when there is not sufficient time to obtain IRB approval. Note: Under FDA regulations, emergency use is a category of research (i.e., clinical investigation) that is exempt from the requirements for IRB review.
Investigational Device Exemption (IDE): An application that permits a medical device that would otherwise be required to comply with an existing performance standard (e.g., 510(k) submission) or to have premarket approval by FDA to be legally shipped for a clinical investigation.
Investigational New Drug Application (IND): A request from a clinical study sponsor to obtain authorization from the FDA to administer an investigational drug or biological product to humans. An FDA-approved IND permits a drug that would otherwise require premarket approval by FDA to be legally shipped for a clinical investigation.
Life-threatening: Refers to diseases or conditions where the likelihood of death is high unless the course of the disease is interrupted; also, diseases or conditions with potentially fatal outcomes.
Severely Debilitating: Refers to diseases or conditions that cause major irreversible morbidity (e.g., blindness, loss of limb, loss of hearing, paralysis, or stroke).
Test Article: A test article is any drug, biologic, or medical device for human use, or human food additive, color additive, electronic product, or any other article subject to FDA regulations

Unapproved Medical Device: A device used for a purpose or condition for which the device would require but does not have premarket approval, premarket notification (510(k)), or an approved investigational device exemption (IDE) from FDA.

3. General Information

A. The emergency use of an investigational drug or biologic or unapproved medical device is research involving human subjects as defined by FDA regulations. All emergency uses are subject to the requirements of The Ohio State University Human Research Protection Program (HRPP), except as described by this policy. Note: The emergency use of a drug, biologic, or device does not meet the DHHS definition of research involving human subjects. For more information on activities that are defined by FDA and DHHS regulations as “research involving human subjects,” see HRPP policy [Research Involving Human Subjects].

B. The use of a marketed drug, biologic, or medical device for an indication that is not listed in the FDA-approved product labeling (i.e., “off label” use) for an individual in a life-threatening situation does not constitute an emergency use as defined by FDA regulations and HRPP policy. Regulations and university policy do not limit the authority of physicians to provide such emergency “medical care” to patients in life-threatening situations; however, physicians and other healthcare providers are responsible for complying with applicable state laws and other institutional requirements (e.g., The Ohio State University Wexner Medical Center policies) regarding all uses of drugs, biologics, and medical devices.

C. FDA requirements for emergency uses of investigational drugs and biologics differ slightly from the requirements for emergency uses of unapproved medical devices, as described below. For more information on research involving investigational drugs and medical devices, see HRPP policies [Research Involving Investigational Drugs] and [Research Involving Medical Devices].

D. While DHHS regulations do not permit data obtained from patients under emergency use to be classified as human subjects research, nor permit the outcome of such care to be included in any report of a research activity subject to DHHS regulations, FDA regulations allow the emergency use of a test article (other than a medical device) to constitute a clinical investigation involving human subjects. Data from the investigation may be reported to FDA in support of a marketing application.

4. Criteria for Emergency Use

According to FDA regulations, the emergency use exemption may be used if all of the following conditions are met:
· The use involves an investigational drug or biologic, unapproved medical device, or other “test article” as defined by FDA.
· The individual for whom the test article is intended is in a life-threatening situation.
· To meet the criteria for life-threatening a condition does not have to be immediately life-threatening or immediately resulting in death.
· Life-threatening also includes “severely debilitating.”
· Severely debilitating does not include “pre-existing” (e.g., chronic) diseases or conditions with major morbidity.
· No standard acceptable treatment is available, and the individual for whom the test article is intended does not meet the enrollment criteria for an existing IRB-approved study or an approved study does not exist.
· There is not sufficient time to obtain IRB approval: an intervention is needed before review at a convened meeting of the IRB is feasible.

5. [bookmark: section5]Prior Notification of Emergency Use

A. The IRB chair (or physician designee) of the appropriate IRB will be notified of an investigator’s intent to use an investigational drug or biologic or unapproved medical device for emergency use. Notification may be made in person, electronically (e.g., by telephone or email), or in writing. Investigators will provide the following information to allow the IRB chair to determine that FDA requirements for emergency use are met:
· Explanation of the life-threatening situation necessitating the emergency use
· Description of standard treatment(s) previously used and/or why available options are not acceptable
· Investigational drug or biologic or unapproved medical device to be used
· If available, IND or IDE number of the drug, biologic, or device 
Note: It is important to distinguish between emergency use INDs or IDEs and other types of expanded access that do require prospective IRB review and approval (e.g., single-patient access, humanitarian use devices). 

B. An IRB chair’s acknowledgment of the emergency use does not constitute an IRB approval of the clinical investigation. The investigator’s notification is used by the IRB and the Office of Responsible Research Practices (ORRP) to confirm that the proposed use meets FDA requirements.

C. Emergency uses of investigational drugs and biologics and unapproved medical devices in The Ohio State University Wexner Medical Center must comply with applicable policies (e.g., The Department of Pharmacy Investigational Drug Service policies and procedures). Investigators will notify the Investigational Drug Service (as applicable) of the intended emergency use of an investigational drug or biologic to arrange for the product’s shipment and proper storage, dispensing, and accountability.

6. Informed Consent Requirements

Investigators are required to obtain the informed consent of the subject or the subject's legally authorized representative in an emergency use situation. Consent form templates containing the basic elements of informed consent are available on the ORRP website. Alternatively, the product manufacturer or sponsor may provide a consent form for emergency use. All of the basic elements of informed consent (and any applicable additional elements) are to be provided, unless the situation meets the conditions for exception described below.

7. [bookmark: section7]Exception to the Requirements for Informed Consent

A. When informed consent cannot be obtained, both the investigator and a physician who is not otherwise involved in the emergency use must confirm in writing that all the following conditions apply:
· The subject is confronted by a life-threatening situation necessitating the use of the investigational drug or biologic or unapproved medical device.
· Informed consent cannot be obtained because of an inability to communicate with or obtain informed consent from the subject.
· Time is not sufficient to obtain informed consent from the subject’s legally authorized representative.
· No alternative method of approved or “generally recognized therapy” is available that provides an equal or greater likelihood of saving the subject’s life.

B. If time is not sufficient to obtain an independent physician's determination that the criteria for an exception to the requirements for informed consent (described above) are met, and in the investigator’s opinion the immediate use of the investigational product is required to preserve the subject's life, the investigator must do both of the following:
· Verify in writing that the four conditions for an exception to the requirements for informed consent apply
· Obtain an independent review and evaluation of the investigator’s determination in writing within five working days by a physician who is not otherwise involved in the emergency use

C. The IRB must be notified of the exception within five working days after the emergency use, as described below.

8. IND Requirements for Emergency Uses of Drugs and Biologics

A. The emergency use of an investigational drug or biologic requires an IND. To obtain an emergency use IND, an investigator should contact the product manufacturer or sponsor to determine if the investigational drug or biologic can be made available for the emergency use under the company’s IND.

B. Alternatively, if the manufacturer/sponsor will not provide the investigational product under its IND, an investigator may contact FDA directly to obtain authorization for the company to ship the drug or biologic for the specific emergency situation in advance of an IND submission. For more information, see “FDA Contacts for Obtaining an Emergency IND.

C. Some manufacturers or sponsors will agree to the emergency use of an investigational drug or biologic but require an “IRB approval letter" before shipping the product. When necessary, following the IRB chair’s review of the emergency use as described above (“Prior Notification of Emergency Use”) ORRP staff will provide the investigator with documentation acknowledging that the IRB is aware of the intended emergency use and considers the use to meet FDA requirements.

9. Additional Requirements for Emergency Uses of Unapproved Medical Devices

A. FDA approval prior to emergency use or shipment of an unapproved medical device is not required. The emergency use may involve a device that does not have an existing IDE, a device used in a way that is not approved under an existing IDE, or a physician who is not named as an investigator on the IDE. Whenever possible, authorization should be obtained from the sponsor (if an IDE exists for the device) before the emergency use.

B. In addition to determining that the criteria for emergency use are met, investigators are required by FDA to assess the potential for benefit from the use of an unapproved device and to have “substantial reason” to believe that benefits will occur. Whenever possible, an independent assessment of the circumstances prior to the emergency use should also be obtained from a physician who is not otherwise involved in the emergency use.

C. If the device has an existing IDE and the investigator could not obtain authorization from the sponsor prior to the emergency use, the investigator is responsible for reporting to the sponsor within five working days. The emergency use of an unapproved device must be reported to FDA by the sponsor (if an IDE exists for the device) within five working days of the time the sponsor learns of the use. If no IDE exists, the investigator is responsible for reporting the emergency use directly to FDA. The investigator’s follow-up report should contain the information described below.

10. Reporting Requirements

A. Investigators are responsible for notifying the IRB in writing before or within five working days after the emergency use of an investigational drug or biologic or unapproved medical device. Investigators should provide the Office of Responsible Research Practices the following information:
· Investigational drug or biologic or unapproved medical device used
· IND number of the drug or biologic or IDE number (if one exists) of the device
· Date(s) of administration of the investigational product
· Explanation of the life-threatening situation necessitating the emergency use
· Demographic information of the subject (e.g., age, gender), without personally identifiable information
· An unsigned copy of the consent form that was used
· Alternatively, if consent was not obtained, either of the following as described above (“Exception to the Requirements for Informed Consent”):
· The investigator and independent physician’s verification prior to the emergency use that the conditions were met for the exception to the requirements for informed consent 
· The investigator’s verification that the conditions for exception were met and independent physician’s review and evaluation (within 5 working days of the emergency use) of the investigator’s determination
· Outcome(s) of the emergency use (may be provided after prospective acknowledgement has occurred)

B. Investigators are also responsible for reporting the circumstances of the emergency use to the product manufacturer or sponsor of the investigational drug or biologic or unapproved medical device when the emergency use was performed under the manufacturer’s/sponsor’s IND or IDE. Otherwise, the emergency use is reported directly to FDA. The follow-up report should contain the following information:
· Summary of the conditions constituting the emergency
· Acknowledgment by the IRB chair of notification of the emergency use (either prior to or within five days of administration, as described above)
· Whether informed consent was obtained, or the conditions were met for the exception to the requirements for informed consent
· Independent assessment by a physician not otherwise involved in the emergency use (when applicable)
· Outcome(s) of the emergency use
· Other information as required by the product manufacturer or sponsor

C. Investigators and IRBs are responsible for reporting and review of any adverse events, unanticipated problems involving risks to subjects or others, or other events associated with the emergency use, as described by HRPP policies [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems] and [IRB Reporting – Unanticipated Problems, Noncompliance, Suspensions, and Terminations].

D. Investigators who obtain an IND or IDE for the emergency use or subsequent use of the investigational drug or biologic or unapproved medical device are responsible for complying with FDA requirements for the use of investigational drugs and devices, including providing progress and/or final reports. For more information, see FDA regulations at Investigational New Drug Application: 21 CFR Part 312 and Investigational Device Exemptions: 21 CFR Part 812.

11. Limitations of Emergency Use

A. The emergency use exemption allows for a single use or single “course of treatment” (e.g., multiple doses of an antibiotic) of an investigational drug or biologic or unapproved medical device without prior IRB review. FDA regulations require that any subsequent use of the investigational product at the same institution receive IRB review and approval before the product is used again. 

B. FDA guidance acknowledges that it would be inappropriate to deny emergency treatment to a second individual “if the only obstacle is that the IRB has not had sufficient time to convene a meeting” to review the request. Investigators are encouraged to evaluate the likelihood of a similar need occurring again, and if future use is likely, immediately initiate efforts to obtain IRB review and approval of a protocol to permit further use of the investigational drug, biologic, or device.

C. Emergency use of an investigational drug or biologic or unapproved medical device must be differentiated from “planned emergency research” in life-threatening situations. Planned emergency research is research conducted in emergency settings with participants who cannot provide informed consent because of their life-threatening medical conditions (e.g., comparison of methods for providing cardiopulmonary resuscitation) and who do not have an available legally authorized representative. Unlike emergency uses, planned emergency research must be approved in advance by FDA (or DHHS) and the IRB and publicly disclosed to the community in which the research will be conducted. For more information about the requirements for planned emergency research, see HRPP policy [Planned Emergency Research].

12. Applicable Regulations/Guidance

21 CFR 50.23, 21 CFR 56.102, 21 CFR 56.104, FDA Information Sheets: “Emergency Use of an Investigational Drug or Biologic” (01/98), “Frequently Asked Questions About Medical Devices” (01/06), and Frequently Asked Questions: “IRB Procedures” (01/98)
13. History

Issued: 10/20/2008
Revised: 04/28/2009, 06/04/2012, 01/24/2022
Edited: 08/08/2014, 04/20/2022
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1. Overview

Each IRB must be appropriately constituted for the volume and types of human research to be reviewed, in accordance with federal regulations. The IRBs will include members with diverse experience and expertise to assure the professional competence necessary to review the university’s research, as well as knowledge of community attitudes and training in protecting the rights and welfare of human subjects. The purpose of this policy is to describe the membership and quorum requirements for The Ohio State University IRBs.
2. Definitions

Affiliated: IRB membership status designating association with the university. Note: A member (or alternate) is considered to be affiliated if he/she or a member of his/her immediate family is a current or past (within the last 2 years): employee (full or part-time); clinical, adjunct, or visiting faculty member or instructor; paid or unpaid member of a university governing panel or board (not including the IRBs); healthcare provider holding credentials to practice at Ohio State; volunteer working at the university (unrelated to IRB service); or university consultant or advisor (paid or unpaid). An emeritus faculty or retired staff member is also considered to be affiliated if he/she has been retired or involved in paid or unpaid university activities (including research or service) within the last 2 years. Current undergraduate, graduate, and postdoctoral students are also considered to be affiliated, as described by HRPP policy.
Alternate: An individual appointed to the IRB to serve in the same capacity as the specific IRB member(s) for whom the alternate is named, who substitutes for the member at convened meetings when the member is not in attendance. Note: IRB members and alternates have equal responsibilities in terms of required education, service, and participation. (See below for additional information about alternates.)
Non-Scientist: An individual appointed to the IRB who (due to training, background, and/or occupation) is inclined to view research activities from the standpoint of someone outside the scientific or scholarly discipline of the IRB on which he/she serves.

3. IRB Composition

A. In appointing IRB members, the institutional official (IO) and/or vice president for research will ensure that all of the following conditions are met for the university IRBs:
· IRB members will have varying backgrounds, experience, expertise, and professional competence as necessary to promote complete and adequate review of research activities commonly conducted by Ohio State.
· Each IRB will be sufficiently qualified through the experience, expertise, and diversity of its members, including considerations of race, gender, cultural backgrounds, and sensitivity to issues such as community attitudes, to promote respect for its advice and counsel in safeguarding the rights and welfare of human subjects.
· Each IRB will include persons knowledgeable about institutional commitments and regulations, applicable laws, and standards of professional conduct and practices.
· If the IRB regularly reviews research that involves a category of participants that is vulnerable to coercion or undue influence, such as children, prisoners, individuals with impaired decision-making capacity, or economically or educationally disadvantaged persons, the IO will appoint one or more individuals who are knowledgeable about and experienced in working with these categories of participants.
· Each IRB will consist of at least five members.
· Each IRB will include at least one member whose primary concerns are in scientific areas. 
· Each IRB will include at least one member whose primary concerns are in nonscientific areas, at least one member who represents the perspective of research participants, and at least one member who is not otherwise affiliated with Ohio State and who is not part of the immediate family of a person affiliated with Ohio State.
Note: In many cases, the same member will satisfy the three roles. The IRB may, on occasion, meet without representation of the unaffiliated member; however, this should be the exception. Attendance of the unaffiliated member and the member who represents the perspective of subjects at convened meetings will be monitored and assessed through documentation in the minutes (e.g. minutes indicate attendance at greater than 50% of meetings). 

B. For additional requirements for review of research involving prisoners, see HRPP policy [Research Involving Prisoners].

C. The IRB may invite individuals with competence in special areas to assist in the review of protocols that require expertise beyond or in addition to that available on the IRB. These individuals (consultants) may not vote with the IRB.

D. Other individuals also attend convened meetings as necessary. These individuals advise the IRB on the acceptability of proposed research in terms of regulatory requirements, institutional commitments, applicable laws, and standards of professional practices and conduct. Examples include, but are not limited to, representatives from the Office of Responsible Research Practices, Office of Sponsored Programs, Office of Research Compliance, and Office of Legal Affairs. Note: Individuals responsible for business development or grants and contracts (e.g., Office of Innovation and Economic Development, Office of Sponsored Programs) do not serve as IRB members or alternates.

E. All IRB members, alternates, and ORRP staff receive human subjects protections education related to federal regulations and guidance, HRPP policies and procedures, and IRB review processes. Minimally, initial training in human subjects protection, with continuing education every three years is required (e.g., completion of Collaborative Institutional Training Initiative modules). IRB members and ORRP staff also receive additional education/new information via newsletters, email announcements, website postings, webinars, and in-person training sessions.

4. Quorum 

A. ORRP staff attending IRB meetings are responsible for determining that meetings are appropriately convened before the discussion and vote for each review. For convened IRB review, a quorum is defined as follows:
· The necessary number (i.e., more than half) of the IRB members listed on the membership roster are present.
· At least one member is present whose primary concerns are in nonscientific areas. 
· At least one member is present whose primary concerns are in scientific areas.
· For FDA-regulated research, a member is present who is a licensed physician.
· For research involving a category of participants vulnerable to coercion or undue influence, such as children, prisoners, individuals with impaired decision-making capacity, or economically or educationally disadvantaged persons, a member is present representing the vulnerable population’s interests.
Note: A member serving as a prisoner representative on the Cancer and Biomedical Sciences IRBs will only count toward quorum when he/she is in attendance and reviewing research involving prisoners.
B. If both an IRB member and his/her respective alternate(s) are present, only one may vote and be counted toward quorum.

C. Comments from members unable to attend a meeting that have been provided in advance (e.g., by fax or e-mail) may be considered by the attending IRB members but may not be counted as votes or toward the quorum for convened meetings.

D. Any member may participate by teleconference or videoconference, provided he/she has received all materials and can actively and equally participate in the discussion.

E. Assuming all applicable composition requirements are satisfied, the number of IRB members necessary for a quorum is calculated by dividing the number of members in half and “rounding up” when there is an odd number of members or “adding one” for an even number. For example:
· If an IRB has 15 members, the quorum is 8.
· If an IRB has 20 members, the quorum is 11.

F. If quorum is not met, then IRB voting cannot take place; and the items on the agenda will be tabled until the next convened IRB meeting.

G. If quorum is lost during a convened meeting (e.g., due to a member leaving the meeting), then no further voting can take place; and the remaining items on the agenda will be tabled until quorum is restored or the next convened IRB meeting.

H. ORRP staff attending IRB meetings are responsible for recording the attendance of members as they enter and leave the room. If quorum is lost, ORRP staff will notify the IRB chair or vice chair that no further actions can be taken until/unless quorum is restored.

I. IRB members with potential conflicts of interest must leave the room before discussion of the research, except to provide information requested by the IRB. Members with potential conflicts of interest may not be present for the vote and are not counted toward quorum for review of the research for which the potential conflict exists, in accordance with HRPP policy [IRB Member and Consultant Conflict of Interest]. 

5. IRB Membership Roles and Responsibilities

A. IRB Chairs

The chairs are appointed by the institutional official and/or vice president for research and selected based on experience and expertise from among current and former IRB members. Each IRB chair serves a three-year term of service (with renewable terms of one to three years). The IRB chairs have primary responsibility for the following:
a) Providing leadership to the IRB to help ensure the rights and welfare of human subjects participating in research reviewed by the IRB
b) Conducting convened meetings and reviewing and approving the minutes documenting IRB discussions and findings
c) Leading discussions with investigators and/or administrators to resolve controversial and/or procedural matters relating to research approval and conduct
d) Annually completing the electronic Financial Conflict of Interest Form and disclosing any potential conflicts prior to IRB review of the research for which a conflict may exist
e) Managing conflicts of interest by ensuring that IRB members with conflicts are not present for review of research for which a conflict may exist
f) Maintaining confidentiality of IRB-related information in accordance with the terms and conditions of the university's IRB Member Confidentiality Agreement
g) Administering Board decisions and maintaining the independence of the IRB
h) Signing correspondence communicating and documenting IRB decisions
i) Reviewing and approving research by expedited procedures
j) Participating in the development of meeting agendas, policies, procedures, and educational efforts to support the human research protection program
k) Maintaining a current knowledge of and assuring compliance with relevant regulations, laws, and policies related to the protection of human subjects
l) Regularly consulting with the Office of Responsible Research Practices director and staff regarding IRB issues
m) Assisting with investigations and review of alleged noncompliance with human subjects protections requirements as specified by HRPP policy [Noncompliance]
n) Serving as a member of the IRB Policy Committee and participating in the development of policies, procedures, and institutional efforts to promote a culture of shared responsibility for the safety and welfare of research participants

B. Vice Chairs

1. the vice chair of each IRB is appointed by the institutional official and/or vice president for research and selected based on experience and expertise from among current and former IRB members. Each vice chair serves a three-year term of service (with renewable terms of one to three years).

2. The vice chairs support the role and responsibilities of the IRB chair. The vice chairs attend IRB meetings and chair convened meetings when required. The vice chairs assume duties as delegated by the chairs. 

3. Vice chairs are members of the IRB Policy Committee and work with chairs, IRB members, and ORRP staff to develop and implement policies and procedures to assure the efficiency and effectiveness of the human research protection program.

C. IRB Members

Each IRB member is appointed by the institutional official and/or vice president for research and serves a three-year term of service (with renewable terms of one to three years). IRB member responsibilities include all of the following:
a) Attending IRB meetings (see attendance requirements for the unaffiliated member and the member who represents the perspective of participants in Section 3. A. above) and actively participating in the review of research, unless arrangements have been made for the alternate’s attendance
b) Completing initial training in human subjects protection for IRB members prior to voting on any research, with continuing education every three years and as provided
c) Understanding and applying the principles of the Belmont Report and the federal regulations related to the protection of human subjects
d) Providing timely written comments on research undergoing IRB review, when required
e) Annually completing the electronic Financial Conflict of Interest Form and disclosing any potential conflicts prior to IRB review of the research for which a conflict may exist
f) Maintaining confidentiality of IRB-related information in accordance with the terms and conditions of the university's IRB Member Confidentiality Agreement
g) Maintaining a current knowledge of and assuring compliance with relevant regulations, laws, and policies related to the protection of human subjects
h) Working with investigators to resolve matters relating to research approval and participating in educational efforts for investigators, research staff, and new IRB members
i) Participating in the discussion of issues affecting the human research protection program and contributing to policy development, as appropriate
j) Reviewing and approving research by expedited procedures, when designated by the IRB chair to perform this review

D. [bookmark: alternates]Alternates

1. Federal regulations allow organizations to appoint an alternate(s) to substitute for an IRB member(s) who is unable to attend so that IRB business may move forward in a timely manner. Alternates are appointed by the same process and for the same length of time as IRB members.

2. IRB alternates function as regular board members when they are in attendance. An alternate may substitute for the primary IRB member for an entire meeting or at any time during a meeting. Alternates and IRB members have equal responsibilities (i.e., “job-share”) in terms of required education, service and time commitments, and participation.

3. Each alternate member is paired with one or more regular members with comparable experience and expertise, as possible. The IRB roster identifies the primary member(s) for whom each alternate may substitute. Minimally, alternates and members are paired by scientific “class,” as physician scientists (when applicable), other scientists, and non-scientists. The IRB roster will identify the member(s) for whom each alternate can substitute.

4. When an alternate substitutes for a regular IRB member, the alternate receives and reviews the same materials that the regular member received (or would have received), and IRB minutes document that an alternate replaced a primary member.

6. Consultants

1. For research that requires expertise beyond or in addition to that available on the IRBs (including application of laws outside the state of Ohio), or involves a vulnerable population where no IRB member knowledgeable about or experienced in working with these participants will be present at the meeting, one of the following will occur:
· ORRP staff may identify the need for review by a consultant during the screening of a protocol submission. The ORRP staff member will invite an individual with the necessary expertise to serve as a consultant and assist the IRB in its review.
· The primary reviewers or IRB membership may identify the need for a consultant during their review. The primary reviewer(s) will work with an ORRP staff member and/or IRB chair to invite an individual with the necessary expertise to serve as a consultant and assist the IRB in its review.

2. Consultants with potential conflicts of interest may not provide information to the IRB. Conflicts will be identified as described by HRPP policy [IRB Member and Consultant Conflict of Interest].

3. The use of a consultant and the result of the consultant’s review will be shared with the IRB by either having the consultant attend and present to the convened IRB or by having the consultant provide a written report to the IRB.
· If the consultant presents at a convened meeting, the IRB minutes will document key information provided by the consultant. The consultant will not vote with the IRB.
· If the consultant provides a written report, the report will be included in the protocol records.

2. Membership Rosters

A. Rosters for each IRB contain the following information for each member and alternate:
· Name
· Earned degree(s)
· Chief anticipated contribution (board certifications, licenses, etc.)
· Special representation
· Scientist status (physician, other, or non-scientist)
· Affiliation (yes or no)
· Employment or other relationship with the university (e.g., paid or unpaid member of a university governing panel or board member (not including the IRBs), consultant, hospital volunteer, etc.)

B. Information for alternates includes also the member(s) for whom the alternate may substitute. Prisoner representatives are listed as “ad hoc” members on the Cancer and Biomedical Sciences IRB rosters and will only count toward quorum when he/she is in attendance and reviewing studies involving prisoners.

3. Review of IRB Composition and Performance

A. The composition of the IRBs is reviewed at least annually by the IRB chairs and ORRP staff to determine if adjustment of the membership or composition is necessary to meet regulatory and organizational requirements. IRB members are notified in writing by the institutional official when their services are requested or if they are no longer needed to serve.

B. On an annual basis the IRB chairs, with input from ORRP staff, evaluate individual IRB member performance in terms of attendance, timeliness, and overall review quality. Feedback is provided to IRB members by the chair or designee. Recognition letters based on length/quality of service are also provided to members’ department chairs (or signatory officials), as applicable. 

C. The institutional official, ORRP director, or designee, with input from IRB members and ORRP staff, evaluates IRB chairs’ and vice chairs’ performance and provides feedback on an annual basis. The institutional official and/or vice president for research are responsible for addressing performance issues with the IRB chairs/vice chairs and for selecting new chairs and vice chairs when necessary. Recognition letters based on length/quality of service are also provided to IRB chairs’ and vice chairs’ department chairs (or signatory officials), as applicable.

D. ORRP staff will promptly update the roster when changes in IRB membership are made. Updated rosters are posted on the ORRP website.

4. Applicable Regulations/Guidance

21 CFR 56.107, 21 CFR 56.108, 21 CFR 56.115, 45 CFR 46.103, 45 CFR 46.107, 45 CFR 46.108, FDA Information Sheets: “A Self-Evaluation Checklist for IRBs,” FDA Information Sheets: Frequently Asked Questions: “IRB Membership,” and “Written IRB Procedures: OHRP Guidance” (07/01/2011)

5. History

Issued: 07/21/2008
Revised: 06/07/2009, 05/20/2010, 08/07/2012, 05/19/2016, 05/23/2017, 04/15/2019
Edited: 04/28/2009, 09/18/2009, 04/20/2022
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1. Overview

Federal regulations do not permit an IRB member to participate in the review of research in which he/she has a conflicting interest, except to provide information requested by the IRB. This requirement helps to ensure that financial or other interests do not compromise the rights and welfare of human research subjects.
This policy describes when IRB members or consultants are considered to have conflicts of interest, the procedures that must be followed for disclosure, and IRB review of research when such conflicts exist.
2. Definitions

Conflict of Interest: A financial interest or other opportunity for tangible personal benefit of an individual or his/her immediate family that may exert a substantial and improper influence on the individual's professional judgment in exercising any institutional duty or responsibility, including the review of research. Note: For IRB members and consultants, financial and non-financial interests/opportunities are included.

Financial Conflict of Interest: An interest of an individual (or his/her immediate family) of monetary value that would reasonably appear to be affected by the research or an individual’s interest in any entity whose financial interests would reasonably appear to be affected by the research. Note: Financial interests include (but are not limited to) salary or other payments for services (e.g., consulting fees or honoraria), equity interests (e.g., stocks, stock options, or other ownership interests), and intellectual property rights (e.g., patents, copyrights, and royalties from such rights).

Non-Financial Conflict of Interest: An interest other than monetary of an individual (or his/her immediate family) in the design, conduct, or reporting of the research or other interest that competes with an IRB member’s (or consultant’s) obligation to protect research participants and potentially compromises the objectivity and credibility of the research review process.
Immediate Family: For purposes of HRPP policy, an IRB member or consultant’s spouse or domestic partner and dependent children.

3. General Information

A. Conflicts of interest must not compromise the rights and welfare of research participants or the integrity of the research review process. The regulations do not provide flexibility in the management of an IRB member’s (or consultant’s) conflicting interest. Specifically, the regulations require that IRB members must not participate in the review of research in which they have a conflicting interest, except to provide information requested by the IRB. In addition, faculty and staff should be aware that they are also subject to various provisions of Ohio law governing ethics and conflicts of interest in public employment. For more information on the Ohio Ethics Laws, see Legal Topics - Ethics on the Office of Legal Affairs website.
B. Financial relationships with entities involved in research and the financial interests these relationships create (e.g., equity interests, payments for services, etc.) may lead to financial conflicts of interest. Such conflicts of interest may affect the rights and welfare of human subjects. However, financial interests are not prohibited and not all financial interests cause conflicts of interest. For more information on financial conflicts of interest, see The Ohio State University’s Policy on Faculty Financial Conflict of Interest. 

C. Conflicts of interest may also be non-financial, such as when an IRB member or consultant is asked to review research in which he/she is also participating as a member of the research team. Other “personal or professional” conflicting interests are described below. An individual may opt out of a review for any reason, including a conflicting interest not specifically described by this policy.

D. When a conflict of interest is identified, an IRB member or consultant may not participate in any type of review of the research conducted by the IRB, including initial or continuing reviews, review of amendments, or other reviews (e.g., event reports, potential noncompliance, etc.). This requirement applies to reviews conducted by the convened IRB and those performed by expedited procedures.

4. Financial Conflict of Interest

An IRB member or consultant to the IRB is considered to have a conflicting financial interest when he/she (or a member of his/her immediate family) is receiving compensation for services or has financial interests or intellectual property rights that would reasonably appear to be affected by the research. The financial interests that are considered conflicting interests for IRB members and consultants are the same as those for investigators and key personnel involved in research. For additional information on financial conflict of interest for faculty and research personnel, see The Ohio State University’s Policy on Faculty Financial Conflict of Interest.

5. Non-Financial Conflict of Interest

An IRB member or consultant to the IRB is considered to have conflicting interest (other than monetary) in any of the following circumstances:
· IRB member/consultant (or member of his/her immediate family) is a member of the research team or advisory committee involved in the design, conduct, or reporting of the research
· IRB member/consultant (or member of his/her immediate family) is related to a member of the research team or advisory committee involved in the design, conduct, or reporting of the research
· Principal investigator of the research is the IRB member’s/consultant’s immediate supervisor or the supervisor of the member’s/consultant’s immediate family member
· IRB member/consultant (or member of his/her immediate family) has an interest in competing research or is competing directly for resources such as funding or sponsorship
· Other conflicting interests that appear to preclude objective assessment, at the IRB chair’s discretion
Note: Departmental affiliation is not automatically considered to be a conflicting interest, except as described above.

6. IRB Member Disclosure

A. IRB members are asked to complete an electronic Financial Conflict of Interest Screening/Disclosure Form when they are appointed to the board if a current disclosure is not already on file. Members are required to update the disclosure annually and whenever there are changes in their (or their immediate family members’) financial interests. IRB members will refer to the HRPP policy for information about financial and non-financial conflicts of interest.

B. ORRP staff members utilize board members’ CVs and financial disclosures when making reviewer assignments to avoid assigning research review to an IRB member with an identified financial or non-financial conflict of interest. ORRP staff members will select IRB members without apparent conflicting interests as primary or secondary reviewers; however, IRB members are ultimately responsible for final identification and communication of such conflicts to ORRP staff.

C. IRB members will examine the materials assigned to them upon receipt to identify any financial and/or non-financial conflicts of interest. If a conflict exists, the member should immediately contact the appropriate ORRP staff member so that the review can be reassigned to another IRB member. ORRP staff will document a conflict of interest as the reason for reassignment.

D. IRB members may contact the conflict of interest administrator or appropriate IRB chair for information or assistance with conflict of interest questions. The IRB chair or vice chair will make the final determination about whether a conflict of interest exists as defined by HRPP policy.

7. Identification of Conflicts – IRB Review

A. At the start of each convened meeting, the IRB chair (or acting chair) reminds all IRB members that anyone with a conflict of interest must excuse himself/herself before the discussion of the research begins, unless asked to be present to answer questions or provide information to the IRB.

B. IRB members are asked to self-identify research in which they have a conflicting interest, inform the IRB chair (or acting chair), and excuse themselves before convened discussion begins. Although IRB members are asked to self-identify conflicts, the chair has the final authority to determine when there is a conflict as defined by HRPP policy and to ask a member to leave the room as necessary.

C. If questions arise during the discussion, the IRB chair may invite the IRB member with the conflicting interest back into the room to provide information but will excuse him/her again before final deliberation and voting.

D. For IRB review conducted by expedited procedures, IRB members will be asked to document (in writing or electronically) that they have either found no conflict or disclosed the potential conflicting interest. In the event that a conflict is identified, another reviewer will be selected. IRB members will be referred to HRPP and university policies for further information about financial and non-financial conflicts of interest.

8. Consultant Conflict of Interest

A. When a consultant is identified for the purpose of providing expert review of the research or protection of a vulnerable population, an ORRP staff member will ask the consultant to complete an electronic Financial Conflict of Interest Screening/Disclosure Form to identify any potential financial conflict of interests. Consultants will be referred to the HRPP policy for information about financial and non-financial conflicts of interest. Consultants will also be provided preliminary information about the research, sponsor, investigator, and study staff to assist in their determinations.

B. Prior to assisting in IRB review, consultants will be asked to document (in writing or electronically) that they have either found no conflict or disclosed the potential conflicting interest. The IRB chair or vice chair has the final authority to determine whether a conflict of interest exists as defined by HRPP policy.

C. In the event that a conflict is identified, another consultant will be selected. Consultants who have financial or non-financial conflicts of interest will not assist in the IRB review of research.

9. Documentation of Conflicts of Interest

ORRP staff are responsible for documenting that an IRB member did not participate in the convened review of research in which the member had a conflicting interest. IRB minutes will record when the member left the room, with the reason noted as being because of a “conflict of interest.”  IRB members out of the room due to a conflict of interest are not counted toward the meeting quorum. ORRP staff are responsible for monitoring IRB meeting attendance to ensure that quorum is maintained.

10. Applicable Regulations/Guidance

21 CFR 54, 21 CFR 56.107; 42 CFR 50, Subpart F; 45 CFR 46.107; DHHS “Financial Relationships and Interests in Research Involving Human Subjects: Guidance for Human Subject Protection” (05/05/04); FDA guidance “Financial Disclosure by Clinical Investigators” (02/01/13); NIH “Frequently Asked Questions: Responsibility of Applicants for Promoting Objectivity in Research for which PHS Funding is Sought” (10/22/15), NSF Grant Policy Manual, Chapter V, “Conflict of Interest Policies” (07/05)

11. History

Issued: 11/10/2008 
Revised: 04/28/2009, 10/17/2016
Edited: 02/15/2010, 07/27/2012, 04/20/2022

[bookmark: B31][bookmark: _Toc212142228][bookmark: _Toc225507768][bookmark: Alleg42][bookmark: Susp46][bookmark: UnProb48][bookmark: exception]Appendix B-31  	IRB Reporting – Unanticipated Problems, Noncompliance, Suspensions, and Terminations
 
1. Overview

For federally sponsored research, regulations require that institutions and IRBs report the following determinations to investigators, the IRBs, institutional officials, and federal agencies: 
· Unanticipated problems involving risks to subjects or others
· Serious noncompliance
· Continuing noncompliance
· Suspensions of IRB approval 
· Terminations of IRB approval

For all other research involving human subjects, reports of these determinations are provided to investigators, the IRBs, and appropriate institutional officials. The content, timing, and communication of these reports are described in further detail below.
2. Report Content and Review

A. Reports of IRB actions/determinations are initially drafted by an ORRP staff member with assistance from the Office of Research Compliance and/or Office of Legal Affairs, as needed.

B. Each report includes (but is not limited to) the following information:
· Institution conducting the research (e.g., The Ohio State University)
· Title of the research protocol and grant proposal (as applicable) in which the problem, noncompliance, and/or suspension or termination occurred 
· Principal investigator of the research protocol and award, as applicable
· Protocol number assigned to the study by the IRB and number (internal and sponsor-defined) of any applicable federal award(s) (grant, contract, or cooperative agreement)
· Number of participants enrolled in the study 
· Detailed description of the problem or noncompliance (if applicable)
· Reason(s) for IRB suspension or termination (if applicable)
· Plans for continued investigation (if applicable)
· Action(s) taken or plans for action to address the problem, noncompliance, and/or suspension or termination
Reports may be accompanied by supplemental materials (e.g., redacted IRB minutes) to provide additional background and details as needed.
C. For research not federally sponsored or FDA-regulated, internal reports are based upon meeting minutes and are composed by ORRP staff. Internal notifications of board determinations may be sent via Buck-IRB. 

D. Federally sponsored and/or FDA-regulated research reports are sent to the institutional official for approval and signature prior to internal and external distribution.

3. Report Distribution and Timing

Reports of unanticipated problems, serious and/or continuing noncompliance, suspensions, and terminations will be distributed within 30 days of IRB review and determination, as described below.
3.1	Federally Sponsored Research
ORRP staff will distribute copies of the signed report (with applicable attachments) to the following as required by regulations:
· OHRP, for DHHS-regulated research
· FDA, for FDA-regulated research (except as described below)
· Other federal agencies when the research is overseen by the agency and separate reporting is required
· Sponsor of the research (if other than above)
· IRBs
· Principal investigator
· Co-investigator(s)
· Principal investigator’s department and/or division chair (or signatory official)
· Director of the Office of Sponsored Programs and/or designee
· Principal investigator’s college research officer and/or dean
· Director of the Office of Responsible Research Practices

Copies of the report will also be sent to the following based on the nature of the report and at the discretion of the institutional official:
· Office of Research Compliance
· Other institutional officials (e.g., privacy officer for issues involving PHI)
· Other site(s) involved in the research

[bookmark: nonfed]3.2	Research Not Federally Sponsored
ORRP staff will distribute copies of the signed report (with applicable attachments) to the following for unfunded or non-federally funded research:
· FDA, for FDA-regulated research (except as described below)
· IRBs
· Institutional Official
· Principal investigator
· Co-investigator(s)
· Principal investigator’s department and/or division chair (or signatory official) 
· Principal investigator’s college research officer and/or dean
· Director of the Office of Responsible Research Practices

Copies of the report will also be distributed to the following, as appropriate, based on the sponsor (if any), nature of the report, and at the discretion of the IRB chair or vice chair:
· Office of Research Compliance
· Other institutional officials (e.g., privacy officer for issues involving PHI)
· Director of Sponsored Programs (for funded research, etc.)
· Sponsor and/or contract research organization

4. Exceptions

A. For serious incidents (e.g., requiring immediate suspension), a preliminary report may be sent prior to completion of an investigation, IRB review, and/or corrective action(s). In such cases, one or more follow-up reports and/or a final report will be provided when IRB findings and actions have been completed.

B. Determinations made by WIRB-Copernicus Group IRB (WCG IRB, formerly WIRB) for Ohio State research will be reported as described above for non-federally sponsored research, within 30 days of Ohio State’s notification of the action/determination, except that WCG IRB will report its finding(s) to FDA for FDA-regulated research.

C. For incidents occurring at another site in multi-center or collaborative research not covered under the university’s FWA or for which an Ohio State IRB is not the IRB of record, Ohio State will rely on the external site to report to appropriate federal agencies and to Ohio State, as described in an IRB authorization agreement or other applicable agreement.

5. Applicable Regulations/Guidance

21 CFR 56.108, 45 CFR 46.103, OHRP “Guidance on Reporting Incidents to OHRP” (06/20/2011)

6. History

Issued: 07/21/2008
Revised: 05/01/2012, 10/17/2016, 12/18/2017, 07/22/2019
Edited: 04/28/2009, 04/20/2022
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LANGUAGE IN GRAY BOXES IS ONLY APPLICABLE TO STUDIES INITIALLY APPROVED ON/AFTER JANUARY 21, 2019

1. Overview

The Office of Responsible Research Practices (ORRP) maintains records relating to research, including materials submitted by investigators for IRB review (or exemption), documentation of IRB activities, and other required records, such as IRB correspondence, rosters, and policies. All records are retained in a secure manner that allows for a review of the history of IRB actions and for inspection by authorized personnel.

The purpose of this policy is to describe recordkeeping activities and record retention for ORRP and the IRBs that comply with federal regulations, local laws, and university policy.

2. Minutes of IRB Meetings

A. Convened IRB discussions and decisions are documented by ORRP staff in IRB meeting minutes, which are reviewed and approved by the applicable IRB chair or designee (e.g., vice chair) chairing the meeting. The minutes of each IRB meeting include (minimally):
· Members and alternates in attendance for each action, including their representative capacities, scientific/non-scientific status, affiliation status, etc.
· Documentation regarding whether a quorum exists
· Names of any IRB members who leave the meeting due to a conflicting interest, along with the fact that a conflicting interest is the reason for the absence (as applicable)
· Actions taken by the IRB, including the number of votes for, against, or abstaining
· Separate deliberations for each action
· Basis for requiring changes in or disapproving research
· Summary of the discussion of controverted issues (if any) and their resolution
· For initial and continuing review, determination of the risk level (minimal risk/greater than minimal risk)
· For initial and continuing review, the approval period (not to exceed one year)
· Rationale for significant/non-significant risk device determinations
· Determinations required by the regulations and protocol-specific findings justifying those determinations for the following:
· Waiver or alteration of the consent process
· Research involving pregnant women, human fetuses, or neonates
· Research involving prisoners
· Research involving children
· Research involving participants with impaired decision-making capacity
· Waiver or alteration of HIPAA research authorization determinations required by the Privacy Rule 
· Justification of any deletion or substantive modification of information concerning risks or alternative procedures contained in DHHS-approved sample consent documents (as applicable)
B. IRB determinations made by expedited review are documented in IRB records as described below and in HRPP policy [Expedited and Administrative Review Procedures].

3. IRB Records

A. In addition to IRB minutes, ORRP staff maintain other IRB records relating to research, which are organized to allow a reconstruction of IRB actions. These records include, but are not limited to (as applicable):
· All documents submitted by investigators to the IRBs, including research proposals, informed consent documents, and other materials (e.g., applications) used to request IRB review and approval
· Sponsor or multi-center protocols, including DHHS-approved protocols
· DHHS-approved sample consent documents
· Relevant grant applications
· Scientific evaluations
· Investigator’s brochures
· Reports of injuries to participants and other reportable events related to the research
· Progress reports submitted by investigators
· Records of continuing review activities
· Amendments to previously approved research
· Statements of significant new findings provided to participants
· All correspondence between the IRBs and investigators
· For collaborative research, documentation specifying the responsibilities that an institution and an organization operating an IRB each will take to ensure compliance with federal and state regulations and institutional policy (e.g., collaborative research agreement)

B. For initial or continuing reviews conducted by expedited procedures, records will include the following:
· Copies of all documentation submitted
· Descriptions of the actions taken by the reviewer
· Specific category(ies) permitting review by expedited procedures
· Determinations required by the regulations and protocol-specific findings justifying those determinations for the following:
· Waiver or alteration of the consent process
· Research involving pregnant women, human fetuses, or neonates
· Research involving children
· Research involving prisoners
· Research involving participants with impaired decision-making capacity
· Waiver or alteration of HIPAA research authorization determinations required by the Privacy Rule
C. The rationale for conducting continuing review of research that otherwise would not require continuing review as described in the HRPP policy [Expedited and Administrative Review Procedures]
D. The rationale for an expedited reviewer’s determination that research appearing on the expedited review list in HRPP policy [Expedited and Administrative Review Procedures] is more than minimal risk
E. For collaborative research, documentation specifying the responsibilities that an institution and an organization operating an IRB each will take to ensure compliance with federal and state regulations and institutional policy (e.g., collaborative research agreement)
F. For exempt research, records will include the following:
· Copies of all documentation submitted
· Any associated correspondence between investigators and ORRP staff
· Exempt determinations, including citations of the specific category(ies) justifying the exemption
· Documentation of Privacy Board determination, if applicable
· Documentation of limited IRB review, as described in the HRPP policy [Exempt Research]
G. For activities determined by ORRP staff members not to be research involving human subjects, records will include copies of all documentation submitted and/or correspondence between investigators and ORRP staff, as well as information documenting the determinations.
H. Other ORRP/IRB records maintained by ORRP staff include (but are not limited to) the following:
· IRB rosters and membership information
· HRPP policies and procedures
· IRB Policy Committee minutes
· ORRP desk procedures
· Administrative agreements
· General IRB/ORRP correspondence (i.e., not related to specific protocols)

4. Maintenance and Retention of Records

A. The Office of Responsible Research Practices will ensure that all records are stored confidentially in a secure location.

B. Access to IRB/ORRP records is restricted to authorized Ohio State employees. IRB records are accessible for inspection and copying by representatives of the sponsor of the research, authorized representatives of federal agencies or departments, and other authorized agents of regulatory or accrediting organizations at reasonable times and in a reasonable manner. Records (in whole or in part) will also be made available as required under the Ohio Public Records Act (ORC 149.43) and university policy for facilitating prompt access to public records (http://compliance.osu.edu/PublicRecordsPolicy.pdf). 

C. All IRB/ORRP records relating to research are retained for at least three years after completion of the research or three years after cancellation, if the research is cancelled without participant enrollment. All other IRB/ORRP records described by this policy are retained for at least three years. In some cases, a longer retention period may be required by university policy or contractual agreement. Records are stored, archived, and later destroyed as advised by the Office of Legal Affairs and University Archives (https://library.osu.edu/osu-records-management/policy).

D. When electronic records and/or data are used to meet regulatory requirements for IRB recordkeeping and retention, such records and/or data will be maintained in compliance with 21 CFR 11 and applicable FDA Guidance, Part 11, Electronic Records; Electronic Signatures - Scope and Application.



5. Applicable Regulations/Guidance

21 CFR 11, 21 CFR 56.115, Pre-2018 and Final Rule (45 CFR 46.115), FDA Guidance “Part 11, Electronic Records; Electronic Signatures – Scope and Application” (08/28/03), FDA Information Sheets: Frequently Asked Questions: “IRB Records,” “Written IRB Procedures: OHRP Guidance” (08/16), ORC 149.43, “The Ohio State University Public Records Policy” (11/02/18)

6. History

Issued: 06/30/2008
Revised: 06/07/2009, 07/27/2012, 06/06/2016, 07/22/2019
Edited: 04/28/2009, 04/20/2022
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1. Overview

Radiation exposure other than that received in routine and/or non-research clinical care procedures must be evaluated to determine the risks posed to research subjects. The use of radiation for research purposes must be reviewed and approved by the Human Subject Radiation Committee, a subcommittee of The Ohio State University Radiation Safety Committee, in addition to the IRB, before research (or changes to research) may be initiated.

2. Definitions

Dosimetrist: Individual with special training in radiation safety and in the accurate determination of radiation dosages.

Effective Dose: A measure used to estimate the risk resulting from an exposure of ionizing radiation, calculated as a weighted average of exposure to different body tissues. The effective dose is measured in rems or sieverts.

Human Subject Radiation Committee (HSRC): A subcommittee of The Ohio State University Radiation Safety Committee responsible for the review and approval of the research use of radiation in research involving human subjects. Note: The Medical Use Subcommittee of the University Radiation Safety Committee serves as the Human Subject Radiation Committee.

Ionizing Radiation: Any radiation capable of displacing electrons from atoms or molecules, thereby producing ions. Examples include alpha, beta, gamma, and X-rays. High doses of ionizing radiation may produce severe skin or tissue damage.

Nuclear Regulatory Commission: The independent government agency established by the Energy Reorganization Act of 1974 to regulate civilian use of nuclear materials.

Radiation Exposure: In health physics, the quantity used to indicate the amount of ionization in air produced by X-ray or gamma radiation while conducting radiologic procedures.

Radiologic (Radiological) Procedure: Any procedure involving radiation (e.g., X-ray) or a radioactive agent (e.g., radionuclide used in a nuclear medicine study).


3. [bookmark: general]General Information

A. The Human Subject Radiation Committee evaluates the “research use” of radiation in human subjects. Such uses include the following:
· Radiologic procedures that are administered solely for experimental or research purposes (i.e., would not otherwise be administered)
· Use of an investigational radiologic device or investigational radiopharmaceutical (e.g., contrast agent, radionuclide)
· Use of radiologic procedures when these procedures are the subject of the investigation (e.g., comparison of radiotherapy delivery methods)
· Standard of care procedures that are being altered as part of research
· Radiologic procedures that are administered in addition to those that the subject would receive as part of standard medical care (i.e., “extra”)

B. The HSRC does not routinely review research involving radiologic exams or procedures that would also have been administered for non-research purposes (i.e., performed as part of standard medical care). However, the IRBs may request HSRC review (or re-review) for any proposed study involving radiation.

C. Research activities for proposed research requiring HSRC review may not begin until both HSRC and IRB approvals have been granted. HSRC approval of the research use of radiation must be obtained prior to IRB approval as described below (see “HSRC Review and Approval”).

4. Authority

The authority, structure, and functions of the Human Subject Radiation Committee are specified in the agreement between the State of Ohio, Nuclear Regulatory Commission, and Ohio Department of Health.

5. Committee Composition

      The HSRC is comprised by a minimum of five individuals qualified in various disciplines pertinent to the fields of radiology, radiologic sciences, nuclear medicine, and radiation oncology. The HSRC also includes an individual(s) with special training in radiation safety and radiation dosimetry.

6. [bookmark: HSRCreview]HSRC Review and Approval

Research involving radiation will undergo administrative, expedited, or full review based on the effective dose for all proposed radiologic procedures and the proposed subject population. A dosimetrist will assist in determining the effective dose and the type of review required. The radiation page in the Buck-IRB application must be completed for IRB and HSRC review of new studies involving the research use of radiation and amendments to ongoing studies that involve changes to currently approved radiation doses or procedures.

6.1	Types of Review

A. Administrative Review may be performed when the total effective dose for all proposed radiologic procedures (including repeat exposures) is 100 millirem (mrem) or less for all populations except children, pregnant women, and healthy volunteers. Administrative review will be performed by a dosimetrist or another member of the HSRC with appropriate expertise. Studies may be referred to the expedited HSRC review process at the administrative reviewer’s discretion.

B. Expedited (Subcommittee) Review may be performed by one or more HSRC members with appropriate expertise. Studies may be referred to the convened HSRC for full committee review at the expedited reviewer’s discretion. Expedited review may be performed for either of the following:
· Total effective doses of greater than 100 mrem but not greater than 5000 mrem (5 rem) for all populations except children, pregnant women, and healthy volunteers
· Healthy volunteers receiving total effective doses of 100 mrem or less

C. Full (Convened) Review is conducted by the HSRC for research involving any of the following:
· Children
· Pregnant women
· Healthy volunteers receiving total effective doses greater than 100 mrem
· Total effective doses greater than 5000 mrem (5 rem) for all other populations

6.2 Approval Procedures

The HSRC may approve, require modifications (to secure approval), or disapprove the proposed research use of radiation in human subjects research.
The HSRC will consider the following guidelines to approve proposed radiologic procedures:
· Radiation exposure is necessary and justified by the anticipated benefit to subjects (if any) and the importance of the information sought.
· The research subsequently meets the requirements for approval by an IRB.
· Any additional relevant aspects of the study are appropriate, such as qualifications and training of investigators, location of procedure(s), procedures to ensure subject safety, etc.

7. Informed Consent

Informed consent is to be obtained from each subject or legally authorized representative (unless the requirement for consent is waived by the IRB). A description of the radiologic procedure(s) must be included in the consent process and document in accordance with HRPP policies [Informed Consent Process and the Elements of Informed Consent] and [Documentation of the Informed Consent Process]. Radiation risk language based on radiation exposure estimated by the dose calculator (described below) must also be included.

8. Dose Calculations and Risk Language

A. Effective doses for proposed radiologic procedures are to be calculated using the dose calculator made available by Radiation Dose Assessment Resource (RADAR). These calculations of effective doses are approximations. Values obtained from the calculator may require adjustment during HSRC review to more accurately reflect the radiologic procedures performed at The Ohio State University. Effective doses should be entered into the appropriate sections of the radiation page in the Buck-IRB application and a copy of the calculations uploaded with the application. Assistance with dose calculations can be obtained by contacting the Office of Environmental Health and Safety at 614-688-2599.

B. Risk language appropriate to the radiation exposure will be generated by the RADAR dose calculator and must be added to the informed consent document prior to review.

C. Additional resources are available at Effective Doses in Radiology and Diagnostic Nuclear Medicine: A Catalog.

9. Additional Review Considerations

A. Changes to previously approved radiologic procedures or the addition of new procedures meeting the criteria for HSRC review described above (see “General Information”) must be resubmitted to the HSRC for approval. The type of review will be determined based on the effective dose for all proposed radiologic procedures and the proposed subject population. Following HSRC approval, all such changes must also be approved by the IRB prior to initiation.

B. Adverse events and unanticipated problems involving risks to subjects or others that involve the research use of radiation will be reviewed by the HSRC and IRB. For more information on event reporting, see HRPP policy [Event Reporting – Unanticipated Problems Involving Risks to Subjects or Others, Adverse Events, and Other Problems].

C. Continuing review of the research use of radiation by the HSRC is not required. However, the research is subject to the continuing review requirements of the IRBs as described by HRPP policies [Review of Research by the Convened IRB] and [Expedited and Administrative Review Procedures].

10. Applicable Regulations/Guidance

21 CFR 50, 21 CFR 56, 45 CFR 46, Medical Use of RAM ODH OAC 3701:1-58, Radiation Generating Equipment OAC 3701:1-66, Licensing and Safety Requirements for Irradiators 3701:1-52 

11.   History

Issued: 05/11/2009
Revised: 03/21/2011, 05/31/2012, 12/11/2015, 02/17/2020
       Edited: 09/25/2009, 10/17/2016, 11/29/2021, 04/20/2022
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The section headings below represent the 5 tabs in the Huron Toolkit. Collectively, these materials are used as reference for study teams, researchers and reviewers to ensure IRB submissions comply with Ohio State requirements for human subject protection. Note that 800 series documents located within each tab are specific to sIRB review:
· Standard Operating Procedures: Standard Operating Procedures (SOPs) are used in conjunction with Ohio State HRRP policies.
· General: General documents include Investigator Manuals which contain Ohio State-specific information.    
· Worksheets: Worksheets are tools for the IRB reviewer, ORRP staff and researchers to provide guidance for research-related procedures. They are not required to be completed or retained. 
· Checklists: Checklists 410-441 are used by IRB reviewers to document regulatory decisions and must be completed and uploaded with their review. Checklists 401-402 are only used when the electronic system is unavailable. 
· Templates: This tab includes both Templates and Forms. 
· Forms are used by researchers or reviewers to provide supplemental information. Forms 215-216 are required by researchers for Continuing Review and RNI submissions. 
· Templates are used by the researcher as a starting point for research submissions. 
· Templates 503-510 are used for drafting new protocols. A protocol must accompany the SmartForm when submitting a study. Protocol appendices must also be submitted when applicable.
· Templates 530-545 are specific for consent, combined consent-HIPAA and HIPAA research authorization while 546-553 provide guidance for template use.  

STANDARD OPERATING PROCEDURES & HRPP POLICIES 
HRP-021 - SOP - Pre-Review
HRP-027 - SOP - Emerg Use, Comp Use, Indiv Pt Access Post Rev
HRP-032 - SOP - Non-Committee Review Conduct
HRP-040 - SOP - IRB Meeting Preparation
HRP-041 - SOP - IRB Meeting Conduct
HRP-043 - SOP - IRB Meeting Minutes
HRP-044 - SOP - Not Otherwise Approvable Research
HRP-052 - SOP - Post-Review
HRP-054 - SOP - Institutional Financial Conflicts of Interests
HRP-060 - SOP - Annual Evaluations of the HRPP
HRP-061 - SOP - Post-Approval Monitoring
HRP-062 - SOP - Periodic Tasks
HRP-063 - SOP - Expiration of IRB Approval
HRP-064 - SOP - NIH GDS Institutional Certification
HRP-065 - SOP - Response Plan for Emergencies-Disasters Impacting the HRPP 
HRP-070 - SOP - IRB Records
HRP-071 - SOP - Toolkit Management
HRP-080 - SOP - IRB Formation
HRP-081 - SOP - IRB Removal
HRP-082 - SOP - IRB Membership Addition 
HRP-083 - SOP - IRB Membership Removal
HRP-084 - SOP - IRB Meeting Scheduling and Notification
HRP-601- HRPP Policy Research Involving Human Subjects
HRP-602- HRPP Policy Organizational Financial Conflict of Interest 
HRP-603- HRPP Policy Noncompliance
HRP-604- HRPP Policy PI Responsibilities
HRP-605- HRPP Policy Human Research Protection Program Policies and Procedures
HRP-606- HRPP Policy Quality Improvement Activities
HRP-607-HRPP Policy Exempt Research
HRP-608-HRPP Policy Board Assignment and Reviewer Assignment 
HRP-609-HRPP Policy Review of Research by the Convened IRB
HRP-610-HRPP Policy IRB Actions and Communications
HRP-611-HRPP Policy Expedited and Administrative Review Procedures
HRP-612-HRPP Policy Suspension and Termination
HRP-613-HRPP Policy Recruiting Methods
HRP-614-HRPP Policy Privacy and Confidentiality
HRP-615-HRPP Policy Informed Consent Process
HRP-616-HRPP Policy Documentation of Informed Consent
HRP-617-HRPP Policy Assent and Parental Permission
HRP-618-HRPP Policy Short Form Consent
HRP-619-HRPP Policy Data and Safety Monitoring
HRP-620-HRPP Policy Event Reporting
HRP-621-HRPP Policy Research Involving Pregnant Women
HRP-622-HRPP Policy Research Involving Prisoners
HRP-623-HRPP Policy Research Involving Children
HRP-624-HRPP Policy Vulnerable Populations
HRP-625-HRPP Policy Research Involving Investigational Drugs
HRP-626-HRPP Policy Research Involving Medical Devices
HRP-627-HRPP Policy Research Involving Data and or Biospecimens
HRP-628-HRPP Policy Planned Emergency Research
HRP-629-HRPP Policy Emergency Use of Investigational Drugs, Biologics, or Devices 
HRP-630-HRPP Policy IRB Composition
HRP-631-HRPP Policy IRB Member and Consultant COI
HRP-632-HRPP Policy IRB Reporting
HRP-633-HRPP Policy IRB Recordkeeping
HRP-634-HRPP Policy Research Involving Radiation
HRP-801 - SOP - Establishing Authorization Agreements
HRP-802 - SOP - Institutional Profile Management
HRP-804 - SOP - External IRB Post-Review 
HRP-805 - SOP - External IRB Updates 
HRP-806 - SOP - Review Request to Rely on External IRB
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GENERAL

HRP-100 - Huron HRPP Toolkit Table of Contents 
HRP-103 - Investigator Manual
HRP-103p - Investigator Manual - pSite

WORKSHEETS

HRP-301 - WORKSHEET - Review Materials
HRP-302 - WORKSHEET - Approval Intervals
HRP-303 - WORKSHEET - Communication of Review Results
HRP-311 - WORKSHEET - Engagement Determination
HRP-322 - WORKSHEET - Emergency Use
HRP-325 - WORKSHEET - Device Compassionate Use
HRP-830 - WORKSHEET - Communication and Responsibilities
HRP-832 - WORKSHEET - Considerations for Relying on an External IRB
CHECKLISTS	

HRP-401 - CHECKLIST - Pre-Review
HRP-402 - CHECKLIST - Non-Committee Review
HRP-410 - CHECKLIST - Waiver or Alteration of Consent Process
HRP-411 - CHECKLIST - Waiver of Written Documentation of Consent
HRP-412 - CHECKLIST - Pregnant Women
HRP-413 - CHECKLIST - Non-Viable Neonates
HRP-414 - CHECKLIST - Neonates of Uncertain Viability
HRP-415 - CHECKLIST - Prisoners
HRP-416 - CHECKLIST - Children
HRP-417 - CHECKLIST - Adults With Impaired Decision-Making Capacity
HRP-418 - CHECKLIST - Non-Significant Risk Device
HRP-419 - CHECKLIST - Waiver of Consent Process for Emergency Research
HRP-441 - CHECKLIST - HIPAA Waiver of Authorization
TEMPLATES
HRP-215 - FORM - Continuing Review Supplement
HRP-216 - FORM - RNI Supplemental Information Form
HRP-217 - FORM - Supplemental Review Form
HRP-503 - Template - Protocol - Biomedical and Cancer Research
HRP-503a - Template - Protocol - Behavioral and Social Sciences Research
HRP-503b - Template - Protocol - Secondary Research
HRP-503c - Template - Protocol - Exempt Research
HRP-504 - Template - Protocol - External IRB Site Supplement
HRP-505 - Template - Protocol - Ohio State IRB Site Supplement
HRP-506 - Template - Cover Letter Legacy Studies
HRP-510 Appendix A - Adults with Impaired Decision-Making Capacity
HRP-510 Appendix B - Alteration of HIPAA Research Authorization
HRP-510 Appendix C - Children
HRP-510 Appendix D - Deception 
HRP-510 Appendix E - Expedited Review - Initial Review
HRP-510 Appendix F - Full Waiver of HIPAA Research Authorization
HRP-510 Appendix G - Genetic Testing
HRP-510 Appendix H - Multi-site Research
HRP-510 Appendix I - Neonate of Uncertain Viability
HRP-510 Appendix J - Non-English Speaking Individuals
HRP-510 Appendix K - Nonviable Neonates
HRP-510 Appendix L - Partial Waiver of HIPAA Research Authorization
HRP-510 Appendix M - Pregnant Women and Fetuses
HRP-510 Appen dix N - Prisoners
HRP-510 Appendix O - Radiation
HRP-510 Appendix P - Repositories
HRP-510 Appendix Q - Waiver of Consent & Parental Permission Documentation
HRP-510 Appendix R - Waiver of Parental Permission Process
HRP-510 Appendix S - Waiver or Alteration of Informed Consent Process
HRP-510 Appendix T - Exempt Research
HRP-510 Appendix U - Drugs
HRP-510 Appendix V - Devices
HRP-530 Combined Consent and Authorization Template_BBC
HRP-531 Consent Template_BC
HRP-532 Consent-Template_BSS
HRP-533 ICF - Verbal Script Template
HRP-534 Consent Addendum Template
HRP-535 Consent-Template_Exempt
HRP-536 Consent-Template-Online_Exempt
HRP-537 Example-Online-Consent-Script
HRP-538 Parental Permission Template Combined HIPAA_BBC
HRP-539 Parental Permission Template_BC
HRP-540 Parental-Permission Template_BSS
HRP-541 Assent Template_BC
HRP-542 Assent Template_BSS
HRP-543 Sample Contact Information Card
HRP-544 Short Form Consent Template_English
HRP-544a Short Form Consent Template_English FINAL-Ara
HRP-544b Short Form Consent Template_English FINAL-Cebuano
HRP-544c Short Form Consent Template_English FINAL-French
HRP-544d Short Form Consent Template_English FINAL-Ger
HRP-544e Short Form Consent Template_English FINAL-Jpn
HRP-544f Short Form Consent Template_English FINAL-Khmer
HRP-544g Short Form Consent Template_English FINAL-Korean
HRP-544h Short Form Consent Template_English FINAL-Lao
HRP-544i Short Form Consent Template_English FINAL-Nepali
HRP-544j Short Form Consent Template_English FINAL-Ru
HRP-544k Short Form Consent Template_English FINAL-SiChi
HRP-544l Short Form Consent Template_English FINAL-Som
HRP-544m Short Form Consent Template_English FINAL-Sp
HRP-544n Short Form Consent Template_English FINAL-Swa
HRP-544o Short Form Consent Template_English FINAL-TrChi
HRP-544p Short Form Consent Template_English FINAL-Vietnamese
HRP-544q Short Form Consent Template_English FINAL_Kin
HRP-545 HIPAA Research Authorization Form
HRP-546 HIPAA Auth Instructions
HRP-550 Guidance for Combined-Consent-and-HIPAA Template
HRP-551 Guidance for Consent Templates BC
HRP-552 GuidanceforConsentTemplates_BSS
HRP-553 GuidanceforConsentTemplates_Exempt
HRP-811 - FORM - Basic Site Information
HRP-812 - FORM - Site Continuing Review
HRP-813 - FORM - Site Modification
HRP-814 - FORM - Site Reportable New Information
HRP-815 - FORM - Institutional Profile
HRP-816 - FORM - External IRB Study Update 4.28.2025
HRP-834 - NCI CIRB Consent Guidance - OSU Boilerplate-language_English
HRP-835 - NCI CIRB Consent Guidance - OSU Boilerplate-language_Spanish 7.20.2023
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