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1.0 Background

In accordance with its dedication to the highest levels of research integrity, all research at Wayne State University is conducted in compliance with the principles of the Belmont Report and other ethical codes of conduct for research, such as the Declaration of Helsinki and the Nuremberg Code, and are consistent with Good Clinical Practice (GCP) guidelines. Wayne State has made a commitment to conduct all research, regardless of sponsorship, under these principles and all relevant local, state, federal and international regulations in order to provide the same high level of protection for all human participants.

In addition to the protection provided under the Common Rule (45 CFR 46), federal regulations (45 CFR 46 subpart D) and the FDA Protection of Human Subjects (21 CFR 50 subpart D ) provide additional protection for children involved in research such as obtaining assent from the child and obtaining the permission of the parents/guardians for the child to be enrolled in the research protocol. More specific provisions are based on the degree of risk involved in the proposed research and the nature and degree of anticipated benefit(s).  The IRB follows the requirements specified in Subpart D for research involving children.

Minimal risk research that falls under the exempt review categories under 45 CFR 46.104 may or may not meet the criteria of exempt review if the research involves children. See WSU IRB Policy 4-4 Exempt Review Procedures for details about when research involving children does not fit the criteria for an IRB exempt review. 

Research sponsored by the Department of Education, Environmental Protection Agency (EPA) or Department of Defense have additional protections in place when pregnant women, nursing women or children are involved. Information about these additional human participant research regulations can be found in WSU IRB Policy 6-7 Additional Requirements for Research Involving Other Federal Agencies, 8-1 Research Involving Fetuses and Neonates & 7-2 The Inclusion of Pregnant Women in Research. The state of Michigan also has provisions in place to protect children which can be found in WSU IRB Policy 6-5 State and Local Statutes.  

Research involving children must not be conducted by VA investigators while on official duty or at VA or approved off-site facilities unless a waiver has been granted by the Medical Center Director (1200.05).
2.0 Related WSU IRB Policies: 

· 4-4 Exempt Review Procedures

· 6-5 State and Local Statutes

· 6-7 Additional Requirements for Research Involving Other Federal Agencies
· 7-2 The Inclusion of Pregnant Women in Research.
· 8-1 Research Involving Fetuses and Neonates
· 9-1 Requirements of Informed Consent

3.0 Definitions:
Assent – The child’s affirmative agreement to participate in the research. Mere absence of an objection should not be construed as assent.

Children –The Common Rule 45 CFR 46.402 under subpart D defines children as persons 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. Thus the definition of “child” vary in different states and countries.
FDA: defines children as “persons who have not attained the legal age for consent to treatments or procedures involved in clinical investigations, under the applicable law of the jurisdiction in which the clinical investigation will be conducted” (21 CFR 50.3(o)).

In Michigan, a child is an individual who:

· has not yet reached the age of 18

· has not been emancipated by court order; and

· has not been emancipated by operation of law under any of the following circumstances:

· marriage

· active duty with the armed forces of the United States

Emancipated Minor (Michigan law) – A person who has not reached the age of 18 but has been granted the status of adulthood by a court order or other formal arrangements. Michigan law states that an emancipated minor has the rights and responsibilities of an adult (with certain exceptions), including the right to authorize his or her own preventative healthcare. Although not stated, it is a reasonable inference under Michigan law that emancipated minors may consent to healthcare procedures involving research. The IRB may choose not to approve research that relies solely on the consent of an emancipated minor and may apply protections similar to the protections of Subpart D even though Subpart D does not apply to such individuals. Thus the IRB, with input from the Office of the General Counsel, may choose not to approve research that relies solely on the consent of an emancipated minor. There are no conditions under which a child below the age of 16 can be considered emancipated.

Emancipation – In Michigan, children 16 years of age or older may be emancipated under the following circumstances only:

1. Without a court order – only one of the following need apply:

a. When a minor is married; or

b. When a minor is on duty with the U.S. armed forces;

c. Or for purposes of consenting to routine non-surgical medical care or emergency medical treatment when the minor is in custody of a law enforcement agency and the minor’s parents or guardian cannot be located; or

d. For purposes of consenting to his or her own preventative health care or medical care including surgery, dental care, or mental health care, except vasectomies or any procedure related to reproduction, during the period when the minor is a prisoner under the department or corrections or the period when the minor is a probationer residing in a special alternative incarceration facility, but only if the parent or guardian cannot be located by the department of corrections.

2. By court order whereby the court will issue an Emancipation Order if it determines that emancipation is in the best interest of the minor and the minor is able to establish all of the following:

a. The minor’s parent or guardian does not object to the emancipation or if the parent or guardian does object, the parent or guardian is not supporting the minor; and

b. The minor is at least 16 years of age; and

c. The minor is a Michigan resident; and

d. The minor has demonstrated the ability to manage his or her financial affairs, including proof of employment or other means of support; and

e. The minor has the ability to manage his or her personal and social affairs, including but not limited to housing; and

f. The minor understands his or her rights under the act as an emancipated minor

Guardian (DHHS) – An individual who is authorized under state or local law to give consent on behalf of a child for general medical care.

Guardian (FDA) – An individual who is authorized under applicable state or local law to consent on behalf of a child to general medical care when general medical care includes participation in research. For purposes of Subpart D, a guardian is also an individual who is authorized to give consent to participate in research on behalf of a child.

Guardian (Michigan law) – A person who has accepted:

· a written parental appointment to be a guardian to exercise care and custody decisions over a minor and there are no additional and capacitated parents or persons with care and custodial rights; or
· appointment from a court to exercise care and custody decisions over a minor.

For purposes of the DHHS regulations, a guardian does not include a limited guardian unless the limited guardianship expressly allows the guardian to consent to medical care.

For purposes of the FDA regulations, a guardian does not include a limited guardian unless the limited guardianship expressly permits the guardian to consent to participation in research.

Legally Authorized Representative (FDA) – An individual or judicial or other body authorized under applicable law to give informed consent on behalf of a prospective subject to the subject’s participation in the procedure(s) involved in the research.

Legally Authorized Representative (DHHS) – An individual or 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.

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.

Minor – A youth who has not yet reached the legally sanctioned age of majority.

Permission – The agreement of parent(s) or a legal guardian to the participation of the child in research.

Parent – A child’s biological or adoptive mother or father or legal guardian.
4.0 IRB Policy

4.1 Research Conducted Outside of Michigan

If a protocol may involve children outside of Michigan, then the Principal Investigator must verify that the outside jurisdiction’s definition of a “child” and any applicable laws or regulations concerning research involving children as participants. Supporting documentation (e.g., copies of national, state, or local law, or the opinion of legal counsel) must be included with the protocol submitted to the IRB. Research must comply with the regulations (local, state, or federal) that hold them to the highest level of protection of human participants.

The review of all pertinent laws and regulations by the committee will be documented in the case record and meeting minutes.
4.2 Determination of Category of Risk
In all proposed research studies the IRB must determine, at the time of approval, which category of risk applies to the research study. The IRB is guided by and recognizes three categories of risk, in accordance with the pertinent Code of Federal Regulations (CFR) sections. Each category considered both the degree of risk and benefit to the research participant. Based on the degree of risk and benefit to the child, a WSU IRB must approve the research and simultaneously assign one of the following risk categories to the research:

4.2.1 Category 1: 
Research not involving greater than minimal risk (45 CFR 46.404, 21 CFR 50.51).

Adequate provisions are made for parents/guardians to give parental permission (i.e., informed consent) and for the child to give assent, as appropriate, to participate in the research study.

4.2.2 Category 2: 
Research involving greater than minimal risk but with a potential for direct benefit to the individual participants (45 CFR 46.405 21 CFR 50.52).

1. The risk is justified by the anticipated benefit to the participants, and
2. The relationship of the benefit(s) to the risk is at least as favorable to the participant as that presented by available alternative approaches, and
3. Adequate provisions are made for parents/guardians to give parental permission (i.e., informed consent) and for the child to give assent, as appropriate, to participate in the research study.

4.2.3 Category 3: 
Research involving greater than minimal risk and with no prospect of direct benefit to the child, but likely to yield generalizable knowledge about the child’s disorder or condition(45 CFR 46.406, 21 CFR 50.53).  Research that does not hold out the prospect of direct benefit for the individual participant, and is not likely to contribute to the well-being of the participant may involve children as participants only if the IRB finds that:
1. The risk represents only a minor increase over minimal risk,

2. The intervention or procedure presents an experience to the child that is reasonably commensurate with those that are inherent in their actual or expected medical, dental psychological, social, or educational situations.
3. The intervention or procedure is likely to yield generalizable knowledge about the participant’s  disorder or condition that is of vital importance for the understanding or treatment of the disorder or condition in children, and

4. Adequate provisions are made for both parents/guardians to give parental permission (i.e., informed consent) and for the child to give assent as required under WSU IRB Policy 9-1 Requirements of Informed Consent (See section 5.0 of this policy).

4.2.4 Category 4: 
Research not otherwise approvable which presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of children (45 CFR 46.407, 21 CFR 50.54). 
Research that meets the conditions described in this category must be reviewed by the Assistant/Associate Vice President for Research in addition to the IRB’s review and determination.
Once The IRB determines that a protocol does not meet the requirements of category 1, 2 or 3 for approval of research, but does meet the requirements for review under category 4 (45 CFR 46.407(a)), the institution or the Institutional Review Board may request that the Office for Human Research Protections (OHRP), on behalf of the Secretary, HHS, conduct a 46.407 review. Criteria for approval of research under category 4:
· The research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children (46.407(a)) and: 21 CFR 50.54)
· The federal agency, after consultation with a panel of experts in pertinent disciplines (for example: science, medicine, education, ethics, law) and following opportunity for public review and comment, determine either (46.407(b)):

· That the research satisfies the conditions of categories 1, 2 or 3; or
·  The that the following conditions are met: 
· 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 will be conducted in accordance with sound ethical principles; and.

· Adequate provisions are made for soliciting the assent of children and the permission of their parents or guardians as described in section 5.0 of this policy. 

5.0 Consent Requirements: Parental Permission & Assent
In most circumstances in research which includes children as participants, permission of the child’s parent(s) or guardian and the assent of the child are required before research can commence. 
5.1 Parental Permission 
Permission from the child’s parent(s) or guardian must be provided in accordance with and to the extent that consent is required by federal regulations [45 CFR 46.116 and/or 21 CFR 50.20], WSU IRB Policy 9-1: Requirements of Informed Consent and applicable state and local statutes (WSU IRB Policy 6-5 State and Local Statutes).
5.1.2 Documentation of Parental Permission: 
Parental permission is documented in the record in accordance with federal regulations [45 CFR 46.117 and/or 21 CFR 50.52]. 
Documentation requirements for category 1 and 2 research : The IRB may determine that the permission of only one parent or the guardian is required, if consistent with laws/regulations in the jurisdiction in which the research is conducted. The circumstance for obtaining only one signature must be documented in the study records. 
Documentation requirements for category 3 and 4 research: When the research involves greater than minimal risk without direct benefit to the child as described by risk category 3, or the research is not otherwise approvable as described by risk category 4, the written consent of both parents or the child’s guardian 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 [45 CFR 46.408(b)].

5.1.3 Waiver or Alteration of Parental Permission:

Parental permission may be waived or altered in accordance with the waiver or alteration of consent requirements criteria as described in the WSU IRB Policy 9-1 Requirements of Informed Consent, and federal regulations 46 CFR 46.117. 
Additionally, the IRB may find that a research protocol is designed for conditions or a participant population in which parental or guardian permission is not a reasonable or appropriate requirement to protect participants in cases such as neglected or abused children, or sexually transmitted disease. The IRB may waive the consent/parental permission requirements provided an appropriate mechanism for protecting the children who will participate as subjects in the research is substituted, and provided further that the waiver is consistent with Federal, state or local law. The choice of an appropriate mechanism would depend upon the nature and purpose of the activities described in the protocol, the risk and anticipated benefit to the research subjects, and their age, maturity, status, and condition (45 CFR 46.408(c)).
5.1.3.1 Waiver of Documentation of Parental Permission in an Educational Setting:

The IRB may waive documentation of parental permission research involving children in an education setting for research that falls under risk category 1 when a School Parental Supplemental Information Letter is used. 
Process for obtaining parental permission using the School Parent Supplemental Information Letter with a waiver of documentation of parental permission: 
· The child’s parent or guardian is notified of the research activity and provided an opportunity to opt their child out of the research through the use of a School Parent Supplemental Information Letter following the WSU IRB Template available on our Informed Consent/ Assent Templates website,
· The child’s parent or guardian is provided ample time (typically a 2-week period) to review the supplemental information letter and indicate to the researcher their choice to opt their child out of participating in research,
· The investigator does not engage in any interaction with the child for purposes of the research until the time indicated in participation section of the School Parent supplemental information letter has passed,

· The investigator does not engage in any interaction for purposes of the research with any child whose parent completed the procedure to opt their child out of participation in the research. 
5.2 Child Assent 
Regulations require that “adequate provisions are made for soliciting the assent of the children, when in the judgment of the IRB the children are capable of providing assent. In determining whether children are capable of assenting, the IRB shall take into account the age, maturity, and psychological state of the children involved.” In making this determination, the IRB must determine and document whether assent is a requirement of some, all, or none of the children.
When the IRB determines that assent is not a requirement, the IRB must determine and document the following:
· The children are not capable of providing assent based on the age, maturity, or psychological state.
· The capability 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 that is important to the health or well-being of the child and is available only in the context of the research.

When the IRB determines that participants are capable of assenting, the IRB may still waive the assent requirement in accordance with 46.116 and as described in WSU IRB Policy 9-1 Requirements of Informed Consent.

5.2.1 Assent Process:

If a child is capable of assent and the IRB requires that assent be sought, it must be obtained before the child can participate in the research activity. Thus, if the child dissents from participating in research, even if his or her parents or guardian have granted permission, the child’s decision prevails.

However, the regulations state at 45 CFR 46.408(a) that the IRB may waive the assent requirements if the intervention or procedure involved in the research holds out the prospect of direct benefit that is important to the health or well-being of the children and is available only in the context of research (risk category 2). Conversely, if a child assents to participate in research, and parental permission has not been waived by the IRB, the permission of the parents or guardian is also required before the child can be enrolled in the research. Every effort should be made to reach consensus between parent(s) and child. As a rule of thumb: a “no” from a child (unless it involves category 2 research), overrides a “yes” from a parent, but a “yes” from a child does not override a “no” from a parent unless the IRB has waived the requirements for parental permission.

5.2.2 Guidelines for Age Appropriate Assent:

As an ethical standard, the IRB recommends that oral assent be obtained for children between the ages of 7 and 12 and written assent be obtained for children ages 13 and older. However, the IRB may deviate from this recommendation based upon a request and adequate justification from the investigator.

The Principal Investigator must submit an evaluation plan to determine the capacity of the child to understand the assent process. The method of evaluation should be one that is accepted for use in the field of medicine/research that is being addressed in the study. The results of the evaluation must be documented in the medical and/or research record. The IRB must determine if this evaluation of capacity plan is sufficient.
5.3 Wards: 
Federal regulations 45 CFR 46.409 and 21 CFR 50.56 require additional protections when children who are wards of the state or any other entity are enrolled in research that poses greater than minimal risk and does not present a prospect of direct benefit.

Children who are wards of the state or any other agency, institution, or entity can be included in research approved under risk category 3 (§46.406) or risk category 4 (§46.407) only if such research is:

1) Related to their status as wards; or

2) Conducted in schools, camps, hospitals, institutions, or similar settings in which the majority of children involved as subjects are not wards.

If the research is approved under risk category 3 or 4, the IRB shall require appointment of an advocate for each child who is a ward, in addition to any other individual acting on behalf of the child as guardian or in the place of a parent. One individual may serve as advocate for more than one child. The advocate shall be an individual who:

· Has the background and experience to act in, and agrees to act in, the best interests of the child for the duration of the child's participation in the research and 
· Is not associated in any way (except in the role as advocate or member of the IRB) with the research, the investigator(s), or the guardian organization.

6.0 IRB Submission
When enrolling children into research it is necessary to address the risk category level (category 1 through 3) of the protocol and the informed consent and assent requirements. This is addressed in the IRB Submission Form Addendum for Children as Research Participants/Appendix C.

For children ages 7-12, parental permission forms should have a line for oral assent and should be signed by the person obtaining the assent. A copy of the oral assent and the script to be used to obtain oral assent should be submitted with the submission of the protocol.

For children ages 13-17, written assent must be obtained from the subject child by a document that is written at an appropriate reading level for the child. If the parental permission form is written at a grade level that is understandable for children ages 13-17, then it is acceptable to add a signature line for the child’s written assent and use the one form for both the children and parents. However, separate assent and parental permission forms may be required because the language in the parental permission form is so complex that the child may not be able to understand the parental permission/assent form.

All parental permission forms, child assent forms, information sheets, and description of oral assent documents are required to be submitted to the IRB and require IRB review and approval prior to use. Submission of a research protocol that involves children that does not include any of these documents will result in the protocol being tabled because the IRB would then be unable to assess and the prospective participant would likewise be unable to assess the protocol’s risk/benefit ratio.

References
45 CFR 46 subparts B, C, and D 
45 CFR 46.101

45 CFR 46.101(b)(2)

40 CFR 26 Subparts C and D

1200.5 Appendix D-5 (VA Research) 
45 CFR 46.402(a)

21 CFR 50.3(o)

45 CFR 46.404, 405, 406

45 CFR 46.117

21 CFR 50.52

45 CFR 46.408 (a) and (b)

OHRP FAQ’s

· https://www.hhs.gov/ohrp/regulations-and-policy/guidance/faq/children-research/index.html
IRB Policy and Procedure








Expectations of IRB Membership                                                                                                                               Page 1 of 9

