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Assent from Children for Research Studies 

Introduction:

Research, including chart reviews, that involves children or the use of protected health information of children must meet the criteria for approval set forth in 45 CFR 46 Subparts A and D, unless the research has been determined to be exempt from IRB review. There are however, restrictions for approving exempt research involving children (see IRB Policy Exempt Human Research, and IRB Form, Exemption Determination Form). 
When children are involved in research, Federal regulations require the permission of the parent(s) or guardian before a child can be enrolled in research. While children may be legally incapable of giving informed consent, they nevertheless may possess the ability to assent, or refuse participation in a research study.  Assent is a child's affirmative agreement to participate in research after an explanation of the study in language the child can understand.  Failure to object to participation cannot be construed as assent 
The following guidelines have been established by the IRB to assist investigators who conduct research involving children.  Federal regulations require that assent must be sought from children unless the requirement is waived by the IRB or is not required under applicable regulations.  Assent must be taken seriously by all investigators who include children as subjects of research.  

Definitions:

Adult is a person who has 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. Who is an adult may vary depending on the specific treatments or procedures involved in the research and on the jurisdiction in which the research will be conducted.
Informed Consent is an individual’s voluntary agreement, based upon adequate knowledge and understanding of the relevant information, to participate in research either for themselves or for a child for whom they are the parent or guardian (defined as an individual who is authorized under applicable State or local law to consent on behalf of a child to general medical care.      

Permission means the agreement of the parent(s) or legally authorized guardian to the participation of a child in research.  This term is often used to emphasize that the parent is not the subject of the research.  In this context permission has the same meaning as consent.    

Assent means a child’s affirmative agreement to participate in research.  Failure of a child to object to participation can not be construed as assent. Assent is a process involving communication with the child. A signature on an assent document is not, by itself, assent.

Child is a person, who has not attained the legal age for consent to treatments or procedures involved in research, under the applicable law of the jurisdiction in which the research will be conducted. 

Emancipated minor is a person under the legal age who, because of a special situation, has the legal rights of an adult.  Situations that qualify a person as an emancipated minor vary from state to state. In Ohio, a person under the legal age becomes an emancipated minor by order of the court.  Grounds for emancipation include marriage or service in the armed forces.  Documentation of emancipation by court order is required before this doctrine can apply in the research context.   
Parent generally means a child’s biological or adoptive parent.  Foster parents are not authorized to give research consent.

Guardian is an individual, who is legally authorized under applicable state or local law, to consent on behalf of a child to general medical care.
Information Sheet is a simplified explanation of the major points of the research.  An information sheet is not signed by the child nor used to obtain verbal assent.  An appropriate information sheet may be used when assent has been waived by the IRB and the child would benefit from being informed about the study.

Policy:

It is a requirement that the investigator propose an assent plan as part of a research protocol that includes children as subjects.  If the investigator believes that assent is not appropriate for the child population being studied, appropriate justification must be provided in the protocol. Requests for waiver’s of assent need to be specifically requested and subsequently approved by the IRB. 

The investigator must also describe the additional safeguards in place to protect the rights and welfare of the children. 

The IRB must determine that the proposed research meets all the requirements of 45 CFR 46, subpart A including the provisions for obtaining and documenting assent are adequate (45 CFR 46.408(a)(e)). The child should be given an explanation of the proposed research procedures in a vocabulary and language that is appropriate to the child's age, experience, maturity, and medical condition.  This explanation should include a discussion of any discomforts and inconveniences the child may experience if he or she agrees to participate in the study.

If assent is solicited, the investigator must respect the child’s decision.   If the child is asked for assent and refuses, the child’s parent(s) or guardian may not override the child’s decision.  
To obtain valid written assent, the investigator must use the current IRB approved and stamped assent form.  Assent expires when a child becomes an adult.  At that time the subject must sign the IRB approved adult consent form for the study (IRB Policy, Re-consenting Subjects).

In general, Ohio law does not permit persons under the legal age to consent to research.   An exception may apply, however, in the following instances when Ohio law permits minors to consent to:  diagnosis or treatment of venereal disease; diagnosis or treatment of any condition caused by drug or alcohol abuse; HIV testing; examination if reported as a victim of sexual abuse; performance or inducement of abortion by court order; or for certain outpatient mental health services (excluding the use of medication) when the minor is fourteen years of age or older.  The IRB shall consult with the UH Law Department for guidance in each case prior to approving a protocol invoking these exceptions. 
Parent(s) or a guardian is encouraged be present during the process of obtaining assent but this is not required.  Parent(s) or a guardian are encouraged to be present during  the research procedures, especially if a young child will be exposed to significant discomfort or if the child will be required to spend time in an unfamiliar place.

The IRB must also determine that adequate provisions are made for soliciting the permission of each child’s parent or guardian. When parental permission is to be obtained the regulations require IN ALL CASES that both parents provide permission, 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. However, for certain categories of research (research involving minimal risk or greater than minimal risk with the prospect of direct benefit (45 CFR 46.404 or 45 CFR 46.405, Subpart D)), the IRB may, when appropriate, determine that the permission of one parent is sufficient, even when the other parent is alive, known, competent, reasonably available, and shares legal responsibility for the care and custody of the child. 

When approving research involving children, the meeting minutes must document the determinations required by the regulations to approve the research along with protocol specific findings to justify each of the regulatory determinations (IRB Policy, Board Meetings and Administrative Policies) in accordance with 45 CFR 46.404, 405 or 406 and 407 and 21 CFR 50, 51, 52, and 54 as applicable. The minutes must also document the assent process, including whether assent is required or a waiver of assent has been approved, in accordance with, as applicable, 45 CFR 46.408 and 21 CFR 50.55 and 45 CFR 46.116 Subpart A.
When the IRB approves research involving children in accordance with 45 CFR 46.407, the following requirements must be met and are irrespective of the funding of the research. The UHCMC IRB follows the OHRP guidance for situations when research meets the fourth category of pediatric research. 

· assent of child and permission of both parents 

· 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

· The DHHS Secretary or the FDA Commissioner approves, after consultation with a panel of experts in pertinent disciplines (i.e., science, medicine, education, ethics, law) and following public comment

The IRB will submit the protocol and supporting documents to OHRP for DHHS consideration under the provisions of 45 CFR 46.407(b). When the proposed research is being conducted or supported by DHHS, the DHHS will consult with a panel of experts. 

If a study lasts for multiple years, assent may need to be re-assessed as the child’s cognitive ability matures.  Also, if a child enters a study at an age where assent is not required, but during the study the child attains the assent age where assent is required, assent must be obtained for the child to continue in the study.

A) Age Guidelines for Assent

The following guidelines, based on the child’s age, are often followed by the IRB in determining assent requirements.  Because of the many variables involved in research with children (age, maturity, cognitive ability, degree of study benefit to the child, health of the child, etc.), the guidelines listed below may not be applicable to a specific study and the investigator may propose and justify a different plan. This may include more than one of the applicable categories listed below based on the investigator’s determination in specific cases (e.g., studies involving children of differing ages; and maturity of all children). The plan must be fully described in the protocol/research plan and be approved by the IRB prior to implementation.  Also, the IRB has the option to require a different approach. 

1) 6 Years of Age or Younger, Verbal or Written Assent Is Usually Not Required

Consent is based on the permission of the parent or guardian, and no assent is required.  A brief verbal explanation of the research procedure should be provided to the child. In addition, if the investigator or IRB determines that the child is capable of understanding the research, an information sheet must be provided to the child. The information sheet must describe the research in language understandable to the child and must be approved by the IRB prior to its use.
2) Between The Ages of 7 to 13, a Separate Assent Form Is Required

In addition to the parents’ consent form, a separate assent form is required for the child.  It should be in language appropriate for children 7-13 years of age.  The assent form should outline what is involved for the child, and emphasize the voluntary nature of the study.  Depending on the research study, it will usually be one to two pages in length.  All assents must at a minimum involve communication of the information in the assent form to the child and obtaining the child’s verbal agreement to participate in the study.  The plan to obtain and document the assent process must be fully described and justified in the protocol/research plan. The IRB will make the final determination of the assent process.
3) 14 to 17 Years of Age, a Consent or Assent Form May Be Used 
Children 14 to 17 years old may give assent after the information in the assent form has been communicated to them; and the child’s verbal agreement to participate in the study has been provided.  The IRB may determine that the child sign the Informed Consent document that has been signed by the parent(s) or guardian. A separate assent form may also be provided to the child if the investigator believes it would better describe the information provided to the child about the nature of the study. This would most likely apply to 14 or 15 year old subjects in very complex studies, or children with mild cognitive impairment. The plan to obtain and document the assent process must be fully described and justified in the protocol/research plan. The IRB will make the final determination of the assent process.
B) Verbal Assent

To obtain verbal assent the investigator must communicate the information in the approved assent form to the child. If the IRB determines that the communication of the assent process must be documented in writing, this can be achieved either by the child (preferred) or investigator signing the paragraph below. Sample wording that can be used is as follows:  I have discussed this clinical research study with the child, using language which is understandable and appropriate.  I believe I have fully informed this subject of the nature of the study and its possible risks and benefits.  I believe the subject understood this explanation and assented to participate in this study. 
C) Request for Waiver of Assent (45 CFR 46.408 & 46.116 Subpart A)

There are circumstances in which the IRB may determine that assent is not a requirement for children to be enrolled in a research protocol. This judgment may be made for all children to be involved in research under a particular protocol, or for each child, as the IRB deems appropriate. The investigator must specifically justify why obtaining assent is not appropriate, in the protocol/research plan.  
Below are the circumstances under which an IRB may determine that assent is not a requirement:

1. If the IRB determines that a research protocol is designed for conditions or for a subject population for which parental or guardian permission is not a reasonable requirement to protect the subjects (for example, neglected or abused children), it may waive the consent requirements in 45 CFR 46.116, Subpart A and paragraph (b) of this section, 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 not inconsistent 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. 

In determining whether children are capable of assenting, the IRB shall take into account the ages, maturity, and psychological state of the children involved. This judgment may be made for all children to be involved in research under a particular protocol, or for each child, as the IRB deems appropriate.
2. If the IRB determines that the capability of some or all of the children is so limited that they cannot reasonably be consulted or that 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 children and is available only in the context of the research, the assent of the children is not a necessary condition for proceeding with the research. Even where the IRB determines that the subjects are capable of assenting, the IRB may still waive the assent requirement under circumstances in which consent may be waived in accord with 45 CFR 46.116, Subpart A.
A determination that assent is not a requirement for protocols involving greater than minimal risk must be approved at a convened IRB meeting. The IRB’s determinations and protocol-specific findings are documented in the IRB minutes. Waiver approvals are listed on the IRB approval letter.  

D) Alteration and Waiver of Parental Permission

Alteration of Parental Permission:

When parental permission is to be obtained the regulations require IN ALL CASES that both parents provide permission, 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. However, for certain categories of research (research involving minimal risk or greater than minimal risk with the prospect of direct benefit (45 CFR 46.404 or 405), the IRB may, when appropriate, determine that the permission of one parent is sufficient, even when the other parent is alive, known, competent, reasonably available, and shares legal responsibility for the care and custody of the child. 

Waiver of Parental Permission: 

Under the federal regulation 45 CFR 46.408(c) for DHHS funded research, if the IRB determines that a research protocol is designed for conditions or for a child subject population in which parental or guardian permission is not a reasonable requirement to protect the child subjects (i.e.; neglected or abused children), the research is not subject to FDA regulations, and the waiver is not inconsistent with applicable federal, state or local laws, then the IRB may waive the consent requirements.  However, the investigator must provide an appropriate mechanism for protecting the children who will participate as subjects in the research as a substitute.  

Under the FDA regulations (21 CFR 50.55) the FDA do not permit such a waiver of parental permission.

E) Special Circumstances That Alter Standard Consent or Assent Criteria:

1) Emancipated Minors  

Ohio law provides that persons under the legal age of consent achieve emancipation only by court order. Documentation of emancipation by court order is required before a minor may be recognized as an emancipated minor in the research context.
2) Pregnant Minors

In Ohio, parenthood does not emancipate a minor (although it does in some other states).  Consent for treatment procedures on a child of an unwed minor must be obtained from the parent or guardian of the unwed parent. 

3) Parent Conflict of Interest

Parental permission may sometimes be insufficient to proceed with the research.  In cases involving transplants (e.g., of bone marrow or a kidney) between siblings the parents' concern for the afflicted child may interfere with their consideration of the best interests of the healthy donor.  Therefore, the IRB may consider asking for additional protections for the healthy donor, such as the presence of an independent physician or a court appointed guardian, if applicable, to represent the healthy donor.

4) Waiver of Assent for Experimental therapies for Life-threatening Diseases

When research involves the provision of experimental therapies for life-threatening diseases such as cancer, investigators should be sensitive to the fact that parents may wish to try anything, even when the likelihood of success is marginal and the probability of extreme discomfort is high.  Should the child not wish to undertake such experimental therapy, difficult decisions may have to be made by the parents in conjunction with the investigator, child’s physician, and the child.  If the child is a mature adolescent, waiver of assent is usually not appropriate.  

5) Child Abuse or Neglect

In research on child abuse or neglect, there may be serious doubt as to whether the parents' interests adequately reflect the child's interests.  In these cases, there must be alternative procedures for protecting the rights and interests of the child asked to participate, including, perhaps, the court appointment of special guardians.  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.  

6) Children who are Wards of the State

Research involving children who are wards of the state or any other agency, institution, or entity (including children in foster placement) must have consent for research given by the agency that has custody of the child.  This usually requires the agency to appoint a child advocate with the appropriate background and experience to act in the child’s best interests.  The inclusion of children who are wards of the state usually requires that the research is:

· Related to their status as wards.

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

· A treatment protocol in which the majority of participants are not wards.

The Board meeting minutes must document that the research is in accordance with 45 CFR 46.409 and 21 CFR 50.56 and is appropriate for the inclusion of participants who are wards.

7) Research at Ohio Agencies

Ohio's Department of Mental Health has an additional requirement (Ohio Administrative Code 5122-28-05A(5)), “When a community mental health board or agency conducts, participates in, or is the site of research activity with human subjects, this research activity shall comply with the following requirements: An overt refusal to participate by either the adult or child subject or the parent or guardian is to be taken as final.”  If the research involves an agency, the agency director shall also provide consent.  If the research involves a community mental health board, the community mental health board director shall also provide consent.

References and/or Regulatory Citations:

Most of the Federal regulations relating to research in children are in 45 CFR 46.401-409, Subpart D – Additional Protections for Children Involved as Subjects in Research.

Office for Human Research Protections (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, May 26, 2005
Related Policies:

IRB Policy, Re-consenting Subjects 

Related Forms:
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