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Background:

All research that involves human participants must be reviewed and approved by the Wayne State University (WSU) Institutional Review Board (IRB) prior to the implementation of research in accordance with the Department of Health and Human Services (DHHS) regulations at 45 CFR 46, the Veteran’s Administration (VA) regulations at 38 CFR 16), and the Food and Drug Administration (FDA) regulations at 21 CFR 56 and regulations from all other federal agencies who have signed on to 45 CFR 46 as applicable to the research (See IRB Policy 6-6 Department of Defense Requirements for Human Subject Research Protections and IRB Policy 6-7 Additional Requirements for Research Involving Other Federal Agencies). 

The IRB submission requirements and criteria for review and approval are based on the level of risk to human participants, specific study details and all applicable state and federal regulations and guidelines (e.g., International Counsil for Harmonization- Good Clinical Practice (ICH-GCP), Department of Defense, the Department of Education, the Department of Energy, the Environmental Protection Agency, etc.). Additional information specific to the risk level, IRB review type and other applicable federal regulations and guidelines can be found in other IRB policies as applicable.  
Exempt review can be requested for project activities that: (1) present no more than minimal risk to human participants; and (2) involve only procedures listed in one or more of the regulatory categories set forth in 45 CFR 46.104 (see section 4.0 of this policy) and satisfies all applicable institutional policies and procedures. 

Wayne State University does not allow investigators to exempt their research project from IRB review and concurrence.  Instead, the Wayne State University (WSU) IRB chairperson or his/her qualified administrative staff with expertise in applying human research exempt regulations or a delegated experienced IRB member must determine that a project is eligible for exemption Any study that the IRB chairperson or his/her designee believes is not exempt must be reviewed by either an expedited or full board review process. 
When research requires limited IRB review or a HIPAA determination the review must be performed by the IRB and can be performed using expedited procedures (See section 3.1 of this policy) A research project meeting the criteria for exemption cannot start until after the IRB chairperson or designated reviewer administratively approves the study and the Principal Investigator receives the IRB’s concurrence of exemption. Retroactive concurrence or review cannot occur. The IRB will not grant a concurrence of exemption for human participant research that has already been conducted. 
Related WSU IRB Policies:

· 1-1 Wayne State University Human Protection Program

· 1-2 Wayne State University Human Protection Program- Roles and Responsibilities

· 4-2 Initial Protocol Submission Requirements
· 4-5 Expedited Review Procedures
· 4-6 Amendments to the Research Protocols and Informed Consent

· 4-7 Continuation/Renewal of Protocol
1.0 Definitions:

Human participant (subject)

DHHS regulations (45 CFR 46.102.(e)) and VA regulations (38 CFR 16.102(f)): “human subject” means a living individual about whom an investigator (whether professional or student) conducting research obtains: (1) data through intervention or interaction with the individual; or (2) identifiable private information.

FDA regulations 21 CFR 50.3(g)): “human subject” means 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 individual or a patient. For research involving medical devices a human subject is also an individual on whose specimen an investigational device is used.

Experimental subject (as defined by the Department of Defense) – “An activity for research purposes, where there is an intervention or interaction with a human being for the primary purpose of obtaining data regarding the effect of the intervention or interaction (32CFR.210.102 (f) reference I. Examples of interventions or interactions include, but are not limited to: a physical procedure, a drug, a manipulation of the subject or subject’s environment, the withholding of an intervention that would have been undertaken if not for the research purpose.”

Intervention includes both physical procedures by which information or biospecimens are gathered (e.g. venipuncture) and manipulations of the participant or their environment that are performed for research purposes.

Interaction includes communication or interpersonal contact between investigator and participant/subject.

Private information includes information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example, a medical record). 

Identifiable private information: Private information for which the identity of the participant is or may readily be ascertained by the investigator or associated with the information.

Identifiable Biospecimen: A biospecimen for which the identity of the participant is or may be readily ascertained by the investigator or associated with the biospecimen.

A clinical investigation is defined by FDA regulations [21 CFR 50.3I] as any experiment that involves a test article and one or more human subjects [participants] and that either is subject to requirements for prior submission to the FDA, or is not subject to requirements for prior submission to the FDA under the Federal Food, Drug, and Cosmetic Act, but the results of which are intended to be submitted later to, or held for inspection by, the FDA as part of an application for a research or marketing permit.
Research:

DHHS regulations 45 CFR 46.102(I): “research” means a systematic investigation, including development, testing and evaluation, designed to develop or contribute to generalizable knowledge. Activities that meet this definition constitute research for purposes of this policy, whether or not they are conducted or supported under a program that is considered research for other purposes. For example, some demonstration and service programs may include research activities. For purposes of this part, the following activities are deemed not to be research: 

1. Scholarly and journalistic activities (e.g., oral history, journalism, biography, literary criticism, legal research, and historical scholarship), including the collection and use of information, that focus directly on the specific individuals about whom the information is collected. 

2. Public health surveillance activities, including the collection and testing of information or biospecimens, conducted, supported, requested, ordered, required, or authorized by a public health authority. Such activities are limited to those necessary to allow a public health authority to identify, monitor, assess, or investigate potential public health signals, onsets of disease outbreaks, or conditions of public health importance (including trends, signals, risk factors, patterns in diseases, or increases in injuries from using consumer products). Such activities include those associated with providing timely situational awareness and priority setting during the course of an event or crisis that threatens public health (including natural or man-made disasters). 

3. Collection and analysis of information, biospecimens, or records by or for a criminal justice agency for activities authorized by law or court order solely for criminal justice or criminal investigative purposes. 

4. Authorized operational activities (as determined by each agency) in support of intelligence, homeland security, defense, or other national security missions. 

Generalizable knowledge – Determination as to whether the activity will contribute to “generalizable knowledge” is often based on whether the data will be disseminated by means of publication or presentation. This should not be the sole factor used to make a determination, however, in general, OHRP guidance indicates that if the data will be used to draw conclusions related to a larger entity, then the activity is considered “research.”

FDA regulations 21 CFR 50.3: research is defined by the term “Clinical Investigation” as described above. 

Risk – the probability of harm, injury, or loss (e.g. physical, psychological, social, or economic) occurring as a result of participation in a research study. Both the probability and magnitude of possible harm may vary from minimal to significant. Risks can be classified in one of the following categories:

· Physical – risks that may arise from the use of test agents such as chemicals or therapeutic drugs, devices, physical agents (including radiation), and clinical procedures that can cause a body harm or discomfort;

· Psychological – risks that may arise from the utilization of behavioral questionnaires or surveys, interview interactions, the collection of sensitive data, or the emotional stress of study participation;

· Social – risks that may arise from actual or potential breaches of confidentiality or anonymity such as harm to interpersonal relationships, damage to reputation or social standing, or exposure to legal sanctions; or

· Legal – risks that may lead to legal action against the participant such as investigation or arrest;

· Economic – risks that may affect an individual’s financial status, employment status or employability, or insurability.

Minimal Risk: The probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.

Benign Behavioral Intervention: an intervention with a research participant that is 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. 
Deception: A research technique that involves deceiving the participants about the nature or purposes of the research. Deception in exempt research can be done only with adult participants with a prospective agreement that informs the participant that he/she will be unaware of or misled regarding the nature or purposes of the research. 
Exempt research: Human participant research where the entire research project falls within one or more of the six specific regulatory categories (see section 4.0 below) and satisfies all institutional policies and procedures.

· Limited IRB Review: An IRB review process that is required for certain exempt studies when the IRB needs additional information to to ensure that the research includes adequate provisions to protect the privacy of participants and maintain the confidentiality of the data. Limited IRB reviews follow the expedited review process (See section 3.1 of this policy and IRB policy 4-5 Expedited Review Procedures section 1.2)

Consent Process: The process by which a human participant is informed (understands) what a study entails before voluntarily agreeing (consenting) to participate.  The informed consent process typically begins with recruitment and obtaining permission from the participant through a research information sheet or a signed informed consent document. The consent process continues through and beyond the completion of the study.
2.0 IRB Requirements for Exempt Research: 

Exempt status does not lessen the ethical obligations to participants and therefore, depending on the

circumstances, researchers performing exempt studies may need to make provisions to obtain informed

consent, protect confidentiality, minimize risks, and address problems or complaints.
When submitting a study for exempt review, investigators must provide the IRB with sufficient information about the proposed research to determine whether it is exempt and, when appropriate, the protections that will be provided to participants by submitting an exempt research application in eProtocol along with any applicable documents (letter of support, survey, interview script, information sheet etc.). 
2.1 Scientific Review:

Before the IRB can review a protocol involving the use of human participants in research, the protocol must be reviewed for scientific merit by the Principal Investigator’s (PI) department. Before a new study can be submitted to the IRB, the College Deans and/or Department Chairs and other authorized signatories (“signatory officials”) are asked to certify that the Principal Investigator has the necessary expertise, facilities, resources, and staff to conduct the research as described in the protocol. The signatory official is also responsible for ensuring the following elements of the protocol’s scientific merit:

The scientific review must address the following: 

· the research design is sound enough to yield the expected knowledge;

· the aims/objectives are likely to be achievable within a given time period;

· the rationale for the proposed number of participants is reasonable;

· the scientific design described is adequately justified;

· there is a clear differentiation between research procedures and standard care and evaluation;
· appropriate support will be provided for the research project including adequate facilities and staff;
· appropriate scientific and ethical oversight has been and will be provided; and 

· the research uses procedures consistent with sound research design. 

Various departments conduct this scientific review in different ways and the IRB will accept any of these methods as long as the Chair and/or his/her designee signs off on the new protocol submission to certify that all required elements of the scientific review has been evaluated and that the research has scientific merit and ensures that appropriate support and resources will be provided to conduct the study. See IRB Policy 4-2 Initial Protocol Submission Requirements for a list of these departments and their scientific review requirements. See IRB Policies 1-2 Wayne State University Human Research Protection Program- Roles and Responsibilities for additional details about the Institutional and Departmental Roles & Responsibilities within the WSU HRPP.

2.2 Submission Requirements for Exempt Studies: 
· A completed new initial exempt study submission including the following addenda/appendices as applicable to the proposed study:

· International Research

· Internet Use in Research

· NIH Genomic Data Sharing

· Informed Consent Document: 

· Information Sheet/ Oral consent script
· School/Parent Supplemental Information Letter/Child Assent 

· All Participant-Facing materials such as: 

· Recruitment materials, advertisements, notices & flyers; 

· Surveys, interview scripts, data collection instruments, or other measurement tools; and
· Educational material distributed to participants solely for research purposes.
· Letter(s) of support (when research activities will occur outside of the PI’s department, Wayne State University or its affiliates).
· Coordinating Center Application (required for multi-site research).
· IRB approval memos from all external research sites.
2.3 Modifications: All changes must be submitted to the IRB as an Amendment and approved prior to implementation of changes “including but not limited to any proposed changes that impact or alter procedures that affect privacy or confidentiality when an exempt protocol is subject to limited IRB review (See IRB Policy 4-6 Amendments to the Research Protocols and Informed Consent).
2.4 Status Update Reports: Exempt research does not require an annual IRB continuing review, however investigators are required to submit a Status Update Report to the IRB every three years to allow the WSU IRB to maintain accurate records regarding the research, any funding sources or other forms of support and study personnel. The IRB Administration Office will verify the currency of CITI training and COI disclosure at the time of the Status Update Report (See IRB policy 4-7 Continuation/Renewal of Protocol).
3.0 IRB Review Procedures:
The IRB Chairperson or qualified administrative staff with expertise in applying human research exempt regulations or a delegated experienced IRB member reviews the submitted research project, Exemption Form and attachments, requests modifications, and administratively approves and provides concurrence of exemption. 

The designated exempt reviewer conducts the exempt review process with careful consideration given to review of the risks, benefits, provisions for confidentiality, protection of participant voluntarism, and the process of informed consent (if applicable with a waiver of documentation of informed consent).  
Exempt research is evaluated to determine whether it fulfills WSU’s ethical standards. This review includes the following:

· The research holds out no more than minimal risk to participants.

· Selection of participants is equitable.

· If there is recording of identifiable information, there are adequate provisions to maintain the confidentiality of the data.

· If there are interactions with participants, there will be a consent process that will disclose such information as:

· That the activity involves research

· A description of the procedures

· Name and contact information for the investigator

· There are adequate provisions to maintain the privacy interests of participants.

· The individual(s) conducting the exempt review will determine whether to require additional protections for subjects in keeping with the guidelines of the Belmont Report.  

As part of his/her review, the designated exempt reviewer has one of five options:

1. Concur that the exemption category applies to the proposed research

2. Determine that a different exemption category applies 

3. Request modifications

4. Require resubmission of a research project that would be reviewed and approved under an expedited or full board review process, or
5. Determine that the study does not meet the definition of human participant research.

If the exempt reviewer finds that research is greater than minimal risk, the reviewer must document the rationale for this determination and the rationale for review by the convened IRB. 

All research projects that the  designated exempt reviewer concurs are eligible for exemption are reported to the applicable IRB committee.
3.1 Limited IRB review & HIPAA Determinations: 
When the research requires limited IRB review or a HIPAA determination (i.e., waivers or alterations of the requirement for HIPAA authorization), limited IRB review must be conducted using expedited procedures by the IRB Chair or an experienced IRB member designated by the Chair. 

Limited IRB Review consists of an evaluation of the extent to which identifiable information is or has been de-identified and the risk that such de-identified information can be re-identified, the use of the information, the extent to which the information will be shared or transferred to a third party or otherwise disclosed or released, the likely retention period or life of the information, the security controls in place to protect the confidentiality and integrity of the information, and the potential risk of harm to participants should the information be lost, stolen, compromised or otherwise used in a way contrary to the specifications of the research under the exemption. 

When conducting limited IRB review the IRB has the authority to approve, require modifications in (to secure approval), or disapprove all research activities; and to suspend or terminate IRB approval.  Actions of disapproval may only be made by the convened IRB.  [45 CFR 46.109(a), 45 CFR 46.110]
All other review requirements of exempt research apply to studies that require limited IRB review. Continuing review does not apply to exempt research (with or without a limited IRB review) however a status update is required every three years as described in section 2.4 of this policy.
Limited IRB Review is required for exempt categories 2 and 3 (described below in Section 4.0) when:  
· The information obtained is recorded by the investigator in such a manner that the identity of the participants can readily be ascertained, directly or through identifiers linked to the participants; 
AND 

· Any disclosure of participants’ responses outside the research would reasonably place the participants at risk of criminal or civil liability or be damaging to the participants’ financial standing, employability, educational advancement, or reputation. 
· These provisions also apply to VA regulated research. 
The Principal Investigator will be notified in writing of all exempt review decisions within 7 to 10 business days after review is completed. (Please see the IRB Policy/Procedures “Notification of IRB Decisions to Principal Investigator and PI Response Requirements”.
4.0 Exemption Categories:

Under federal regulations (45 CFR 46.101), research activities in which the only involvement of human participant will be in one or more of the following categories are eligible for exemption by the WSU Institutional Review Boards. The following exempt categories are taken directly from the regulations 45 CFR 46.101.
1. “Research conducted in established or commonly accepted educational settings that specifically involve normal educational practices that are not likely to adversely impact students’ opportunity to learn required educational content or the assessment of educators who provide instruction. This includes:

a. Research on regular and special education instructional strategies, and
b. Research on the effectiveness of, or the comparison among, instructional techniques, curricula, or classroom management methods” (45 CFR 46.104(d)(1)). 
2. “Research that only includes interactions involving the use of 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 criteria is met:

a. Information obtained is recorded by the investigator in such a manner that identity of the participants cannot be readily ascertained, directly or through identifiers linked to the participants;
b. Any disclosure of the human participants’ responses outside the research would not reasonably place the participants at risk of criminal or civil liability or be damaging to the participants’ financial standing, employability, educational advancement, reputation.
· This provision also applies to VA regulated research; 

c. The information obtained is recorded by the investigator in such a manner that the identity of the human participants can readily be ascertained, directly or through identifiers linked to the participants, and an IRB conducts a limited IRB review to examine the provisions to protect the privacy of subjects and to maintain the confidentiality of data” (45 CFR 46.104(d)(2)).
	NOTE: This category can only be applied to research with children when the research involves educational tests or the observation of public behavior (as long as the investigator(s) do not participate in the activities being observed); and either (a) or (b) above is true.


3. “Research involving benign behavioral interventions in conjunction with the collection of information from an adult participant through verbal or written responses (including data entry) or audiovisual recording if the participant prospectively agrees to the intervention and information collection and at least one of the following criteria is met: 
a. The information obtained is recorded by the investigator in such a manner that the identity of the participant cannot readily be ascertained, directly or through identifiers linked to the participants
b. Any disclosure of the participants’ responses outside the research would not reasonably place the participants at risk of criminal or civil liability or be damaging to the participants’ financial standing, employability, educational advancement, or reputation
c. The information obtained is recorded by the investigator in such a manner that the identity of the participants’ can be readily ascertained, directly or through identifiers linked to the participants, and the IRB conducts a limited IRB review to examine the provisions to protect the privacy of subjects and to maintain the confidentiality of data.
For purposes of this provision, benign behavioral interventions 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.  Provided all such criteria are met, examples of such benign behavioral interventions would include having the participants play an online game, having them solve puzzles under various noise conditions, or having them decide how to allocate a nominal amount of received cash between themselves and someone else.

If the research involves deceiving participants 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 participant is informed that he or she will be unaware of or misled regarding the nature or purposes of the research” (45 CFR 46.104(d)(3)). 
Note: This exemption does not apply to research involving children.

4. “Secondary research for which consent is not required: Secondary research uses of identifiable private information or identifiable biospecimens, if at least one of the following criteria is met:
a. The identifiable private information or identifiable biospecimens are publicly available; 
b. Information, which may include information about biospecimens, is recorded by the investigator in such a manner that the identity of the participants cannot readily be ascertained directly or through identifiers linked to the participants, the investigator does not contact the participants, and the investigator will not re-identify the participants; 
c. The research involves only information collection and analysis involving the investigators use of identifiable health information when that use is regulated under 45 CFR parts 160 and 164, subparts A and E [‘HIPAA’] for the purposes of “healthcare operations” or “research” as those terms are defined at 45CFR 164.501 or for “public health activities and purposes as described under 45CFR 164.512(b); or
d. 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, if the research generates identifiable private information that is or will be maintained on information technology that is subject to and in compliance with section 208(b) of the E-Government Act of 2002, 44 U.S.C. 3501 note, if all of the identifiable private information collected, used, or generated as part of the activity will be maintained in systems of records subject to the Privacy Act of 1974, 5 U.S.C. 552a, and, if applicable, the information used in the research was collected subject to the Paperwork Reduction Act of 1995, 44 U.S.C. 3501 et seq ” (45 CFR 46.104(d)(4)).
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 (or the approval of the heads of bureaus or other subordinate agencies that have been delegated authority to conduct research and demonstration projects), and that are designed to study, evaluate, improve, or otherwise examine public benefit or service programs, including:
a. Procedures for obtaining benefits or services under those programs; 

b. Possible changes in, or alternatives to, those programs or procedures; or
c. Possible changes in methods or levels of payment for benefits or services under those programs.

Such projects include, but are not limited to internal studies by federal employees, and studies under contracts or consulting arrangements, cooperative agreements, or grants. Exempt Projects also include waivers of otherwise mandatory requirements using authorities such as sections 1115 and 1115A of the Social Security Act as amended. 

i. Each federal department or agency conducting or supporting the research and demonstration projects must establish, on a publicly accessible Federal website or in such other manner as the department or agency head may determine, a list of the research and demonstration projects that the federal department or agency conducts or supports under this provision. The research or demonstration project must be published on this list prior to commencing the research involving human participants.
a. The research is conducted pursuant to specific statutory authority of the US federal government. 

b. There is no statutory requirement that an IRB review the research.
c. The research does not involve significant physical invasions or intrusions upon the privacy of participants ” (45 CFR 46.104(d)(5)).   
6. “Taste and food quality evaluation and consumer acceptance studies if:

a. Wholesome foods without additives are consumed, or

b. 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 ” (45 CFR 46.104(d)(6)).
	NOTE: The WSU IRB has elected to opt out of the optional categories #7 and #8 as described in 45 CFR 46.104. These categories involve research with identifiable information or biospecimens in which broad consent is obtained. Any study with broad consent will not be eligible for exempt review under this policy.


4.1 Human participant research that CANNOT be Exempt

· Projects that intentionally target prisoners (incidental inclusion of prisoners in research aimed at a broader subject population is acceptable). 
· Projects involving children as noted within the exempt categories (see categories 2 & 3).
· Projects that are FDA-regulated, with the exception of category 6.
· Research involving the storage, maintenance, or secondary research use of identifiable private information or identifiable biospecimens when broad consent will be (or has been) obtained.
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