Appendix C:  Children and Neonates as Research Subjects
Title:      
Carle IRB No:      
Date:      
Introduction

Children participating in research are regulated as vulnerable subjects.
· DHHS 45 CFR 46, Subpart D http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#subpartd
· FDA 21 CFR 50, Subpart D http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=50&showFR=1&subpartNode=21:1.0.1.1.19.4.
For research with children to be approved by the IRB, it must meet the criteria for approval in one of the four categories outlined in Subpart D (DHHS 404, 405, 406, and 407; FDA 50.51, 50.52, 50.53, 50.54). Additionally, the research plan must include adequate processes for obtaining parental permission and assent, when appropriate, that are consistent with the requirements outlined in Subpart D. If wards of the state are enrolled in the research and the research meets the requirements for categories DHHS 406 or 407 (FDA, 50.53 and 50.54), then the research must meet further requirements and the IRB would be required to appoint an advocate for each child.
Note: Complete Sections 1 through 6 when children are involved as research subjects, OR,

    Complete Section 7 when neonates are involved as research subjects

1.
Category Determination

Check the regulatory category that best fits your research. The IRB will make the final decision regarding the regulatory category to be assigned after using the information provided by you and assessing the risks and benefits of the research.

 FORMCHECKBOX 

Research involving not greater than minimal risk* (DHHS 45 CFR 46.404; FDA category 50.51):

 FORMCHECKBOX 

The research presents no greater than minimal risk* to children; and
 FORMCHECKBOX 

Adequate provisions are made for obtaining assent of the children and the permission of their parents or guardians, as described in 46.408/50.55 (or a waiver is appropriate). One parental signature is sufficient.
*Minimal risk is defined as the probability (the likelihood) and magnitude (severity) of harm or discomfort that would be anticipated in either the daily life of children, or during the performance of routine physical or psychological examinations or tests.

 FORMCHECKBOX 

Research involving greater than minimal risk, but presenting the prospect of direct benefit to the individual subjects (DHHS 45 CFR 46.405; FDA category 50.52):
 FORMCHECKBOX 

The risk is justified by the anticipated benefits to subjects;

 FORMCHECKBOX 

The relation of the anticipated benefit to the risk is at least as favorable to the subjects as that presented by available alternative approaches; and
 FORMCHECKBOX 

Adequate provisions are made for obtaining assent of the children and the permission of their parents or guardians, as described in 46.408/50.55. One parental signature is sufficient.
 FORMCHECKBOX 

Research involving greater than minimal risk and no prospect of direct benefit to individual subjects, but likely to yield generalizable knowledge about the subject’s disorder or condition (DHHS 45 CFR 46.406; FDA category 50.53):

 FORMCHECKBOX 

The risk represents a minor increase over minimal risk;

 FORMCHECKBOX 

The intervention or procedure presents experiences to subjects that are reasonably commensurate with those inherent in their actual or expected medical, dental, psychological, social, or educational situations;

 FORMCHECKBOX 

The intervention or procedure is likely to yield generalizable knowledge about the subjects’ disorder or condition which is of vital importance for the understanding or amelioration of the subjects’ disorder or condition; and
 FORMCHECKBOX 

Adequate provisions are made for soliciting assent of the children and permission of their parents or guardians, as described in 46.408/50.55. Note that 2 parental signatures are 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. If the second parent is unavailable under these terms, this must be documented in the parental permission form.
 FORMCHECKBOX 

Research not otherwise approvable which presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of children (DHHS 45 CFR 46.407; FDA category 50.54). The IRB may only approve the research if all of the following criteria are met:

 FORMCHECKBOX 

The research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children;
 FORMCHECKBOX 

The research will be conducted in accordance with sound ethical principles; and
 FORMCHECKBOX 

Adequate provisions are made for soliciting the assent of the children and the permission of their parents or guardians, as described in 46.408/50.55.  Note that 2 parental signatures are 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.  If the second parent is unavailable under these terms, this must be documented in the parental permission form.
Federally supported and FDA regulated research qualifying for category 407/50.54 must be sent to a federal panel for review and the panel must make a final determination regarding the appropriate category for approval. The panel’s determination is final. The IRB cannot approve the research without the determination of the federal panel. If category 407/50.54 research is not federally supported and/or under FDA purview, Carle will convene a similar panel of experts to review the research.
2.
Rationale

Using protocol-specific information, particularly information about the risks and benefits of the research and the potential knowledge gained from the research, discuss how the research meets the Subpart D criteria for the category selected above (DHHS 404, 405, 406, or 407/ FDA 50.51, 50.52, 50.53, 50.54).


3.
Assent
3a.
Discuss the expected maturity level of the children that will be recruited for the research and their potential psychological state, and how both their maturity and psychological state might affect the assent process.
     
Carle IRB recommends that children
Ages 7–17 should have an assent process that is tailored to the age, maturity, and developmental level of the child.
Ages 7 through 11 may do well with a verbal assent script and a simple written assent document.
Ages 11 through 15 could understand a written assent document appropriate to their level of understanding.
Ages 15 through 17 may be old enough to understand a document that contains information similar in content to the parental permission form. The investigator may choose to have an assent document or have the child countersign the parental permission/assent form.

For very simple research protocols, children in younger age groups may be able to countersign a parental permission/assent form.
Dissent of a child at any age should always be taken seriously and evaluated in the context of the research situation.
3b.
For each age group below indicate the type of assent process that will be used.     FORMCHECKBOX 
 Not Applicable
	7–11
	12–15
	16–17

	 FORMCHECKBOX 
 Verbal assent

 FORMCHECKBOX 
 Written assent

 FORMCHECKBOX 
 Combined parent permission/assent
 FORMCHECKBOX 
 None
	 FORMCHECKBOX 
 Verbal assent

 FORMCHECKBOX 
 Written assent

 FORMCHECKBOX 
 Combined parent permission/assent

 FORMCHECKBOX 
 None
	 FORMCHECKBOX 
 Verbal assent

 FORMCHECKBOX 
 Written assent

 FORMCHECKBOX 
 Combined parent permission/assent

 FORMCHECKBOX 
 None  



If “none” is checked, complete section 4 on Waiver of Assent.  Otherwise, go to section 5.
4.
Waiver of Assent
4a.
If you have chosen no assent process, you must request a waiver of assent under either (1) or (2) below.
 FORMCHECKBOX 

1. Waiver of assent under (a) 45 CFR 46.116(d) [21 CFR 50.55] (All four conditions listed below must be checked)
 FORMCHECKBOX 

Research involves no more than minimal risk 

 FORMCHECKBOX 

Does not affect the rights and welfare of subjects 

 FORMCHECKBOX 

Cannot practicably be done without the waiver 

 FORMCHECKBOX 

There is a procedure for informing subject about the results later, when appropriate

 FORMCHECKBOX 

2. 45 CFR 46.408 (a) [21 CFR 50.55] (Both conditions listed below must be checked)
 FORMCHECKBOX 

The capability of some/all children is so limited they cannot be consulted.

 FORMCHECKBOX 

The research intervention or procedure holds a prospect of direct benefit that is important to the health and well-being of the children and is available only in the context of the research.

4b.
If requesting a waiver of assent for only some of the potential children subjects, indicate the age groups for which the waiver is being requested and why this is appropriate.
     
4c.
  FORMCHECKBOX 
  Waiver of Assent Not Applicable
5.
Parental/Guardian Permission

The regulations indicate that one parent may provide permission for participation of a child in research when the research is conducted under categories 404 and 405 [50.51, 50.52]. Two parents’ signatures are required for research that is conducted under 406 and 407 [ 50.53, 50.54], 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. Please ensure that you have included the appropriate number of signature lines for the category that you believe applies to your research, and, if appropriate, a place to document the reason for the unavailability of the second parent.
5a.
Are you requesting a waiver of parent/guardian permission for the research?  FORMCHECKBOX 
 Yes   FORMCHECKBOX 
  No
Note:  In most FDA-regulated research, parental/guardian permission cannot be waived. Some waiver provisions are covered by the emergency treatment provisions found at 21 CFR 50.23/24.
If yes, check the appropriate category below:

 FORMCHECKBOX 

45 CFR 46.116 (d)  (there is no corresponding FDA allowance for waiver)
 FORMCHECKBOX 

Research involves minimal risk

 FORMCHECKBOX 

Does not affect rights and welfare of subjects

 FORMCHECKBOX 

Cannot practicably be done without the waiver

 FORMCHECKBOX 

There is a procedure for informing subject about the results later, if applicable 

 FORMCHECKBOX 

45 CFR 46.408 (c) (there is no corresponding FDA allowance for waiver)
 FORMCHECKBOX 

The research is designed for conditions or for a subject population for which parent/guardian permission is not a reasonable requirement to protect the subjects (i.e. abused or neglected children)

 FORMCHECKBOX 

An appropriate mechanism to protect the children who participate in the research will be substituted

 FORMCHECKBOX 

The waiver is not inconsistent with Federal, State or local law

5b.
If requesting a waiver of parental permission, explain why this is appropriate: 

     
6.
Wards of the State

Will wards of the state be enrolled in this study?

 FORMCHECKBOX 

No.
If you answer “No” on this application, then the project will require an IRB-approved amendment before any ward of the state may be enrolled in the research.
 FORMCHECKBOX 

Yes, or Maybe.
a.
Please provide a copy of the Department of Child and Family Services (DCFS) approval. If DCFS approval is not available at the time of submission, wards of the state may not be enrolled in the research until a subsequent amendment is submitted and approved by the Carle IRB.
b.
If the research meets the criteria for categories 406 or 407 (FDA 50.53 or 50.54), in order to approve this study, the IRB will have to determine that one or both of the following conditions is true for this research.  Please check one or both of the boxes below if they apply to this study:

 FORMCHECKBOX 

This research is related to the status of these prospective research subjects as wards of the state; and/or
 FORMCHECKBOX 

This research is being conducted in schools, camps, hospitals, institutions, or similar settings in which the majority of children involved as subjects are not wards.

If category DHHS 406 or 407 (FDA 50.53 or 50.54) research involves wards of the state and one or both of the conditions above are true, the IRB must appoint an advocate for each child who is a ward. This is in addition to any other individual already designated to act on behalf of the child as guardian or in loco parentis. One individual may serve as an 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 who 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.

Consider whether there is someone who meets these qualifications and who you would like the IRB to consider in appointing an advocate. Provide information about this individual that would aid the IRB in making an advocate appointment:
     
7.
Neonates involved in the Study
For studies involving neonates (new born of 0 to 4 weeks of age), regulations described in DHHS 45 CFR 46, Subpart B apply (http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#subpartb)

Additionally, the research plan must include adequate processes for obtaining parental permission and meet the applicable regulatory requirements under other subparts per 45 CFR 46

Note: Individuals engaged in such research SHOULD NOT have any role in determining the viability of neonate(s).

7a.
Are neonates involved in the study? 
Yes  FORMCHECKBOX 


No  FORMCHECKBOX 

If yes, then explain below how any associated risk(s) to neonates are the least possible for achieving the study objectives:

     
7b.
Does the consent/assent and parental permission fully describe these risks? 

Yes  FORMCHECKBOX 


No  FORMCHECKBOX 


If yes, explain:      
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