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Dcar Secretary Leavi tr: 

In accordance with the provisions of Ithe charter for the Secretary's 
Advisory Committee on Human Research Protections (SACHRP), the 
folIowing is a list of recommendations relative to the regulatory 
protcctiens for research involving children, that exist under the 
Department of Health and Human Services (1 111s) regulations for the 
protection of human subjects (45 CFR part 46). The enclosure at 
Appendix A provides additional discussion of the Cornminee's 
recommendations. These recommendations represent tlre fourth in a series 
of rccomme~~datio~zs from SACHRP; two letters containing SACI-IRP 
rccommendntions on research involving children and rcscarch involving 
children and prisoners, respectiveIy, were presented to Secretary Tommy 
G. Thompson, and a single previous letter on thc 1-lcalth Insr~rance 
Portability and Accountability Act was presented to you. Tliis report also 
contains a brief description of on-going SACHRP work projects and those 
in the immediate planning stage. 

Recommendations Relative to Research Involvinp CII ild ren 

111 IS regulations at 45 CFR part 46 include subpart D-Addit ional 
Protections for ChiIdrcn h~volvcd as Subjects in Research. On July 23, 
2003, SACHRP recommended thc creation of the Subcommittee on 
Research Involving Cliildren to sevicw HHS regulations that govern 
research in children. SACHRP's chnrgc to the Subcommittee on Research 
Fnvolving ChiIdren was to provide recomme~~dations for consideration by 
SACHRP on interpretations of thc requirements of subpart D Din order to 
Ilclp ensure that children who participate in rcsearch are neither under 
protcctecl, nor overprotected. To that end, the following recommendations 
were approved by S ACHRP over a pcriod of three meetings (November 1 ,  
2005, March 14,2006 and August I, 2006). 
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Rppnrnmerrdaiions related to 45 CFR 46.402 and Assent: 

1. When an institutional review board (IRB) determines that the subject population 
is capable of assent, it should ensure that the protocol describes how assent 
proceclures will meef the requirements of 45 CFR 46.402@). 

2. When the child's views may not ultimately be dcteminative, the investigator or 
parenuguardian should solicit the child's perspective without promising to follow 
his or hcr wishes. Investigators should only invite a child" decision about study 
participation when they intend to honor that decision. The practice of asking a 
child for a decision, then disregarding that decision if i t  conflicts with what the 
invcstigator or parents/pardians wish, is unacceptable. 

3. Relative to documentation discretion for assent: 
a. When the 1RD determines that assent is mquired, it should also determine 

whether and how it should be documented. Often, IRBs require children's 
signatures because they tlrink they have to; however, in many instances 
these signatures are deveEoprnentally inappropriate and therefore 
meaningless, 

b. IRRs should use the discrction permitted in feden1 regulations for 
diffcrenlt documentation procedures (e-g., child's signature or 
documentation in investigator notes that assent was granted verbally) 
taking into account relevant state and local law, 

c. To make such determinations, the FRDs should draw up011 knowledge of 
the developmental level of the subject population and how different 
documen tation procedures will best serve the goals of assent for particular 
research protocols and populations. 

4. TR considering pnrenvguardian waiver under 45 CFR 408 (c) ,  RBs should 
consider justifications for "not a reasonable requirement" beyond the example of 
"neglected or abused ch11dren'"gEven within the regulation and include instances 
in which pnrentallguardian permission would jeopardize subjcct wclfare or fail to 
provide additional subjcct protection. 

5. Assuming that an appropriate mechanism for protecting the children is provided, 
the 1RB may waive parental/pardian permission under 45 CFR 46.408Cc) by 
applying the followi~lg three criteria: 
a. The investigator has provided a reasonable argumcnt that infoming 

parentdguardinns may result in Ilarm to the child, or 
b. 'The investigator has providcd a reasonable argument that 

parcntallpardian pemlission may not be in the child" best interest 
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because of conflicts in parental/guardian role a$ it relates to thc research, 
or 

c. The research involves adolescents and: 
1 .  it is important to population health . . 
i t .  subjects have consent capacity ... 
t participation is voluntary, and 
iv. procedures are commensurate with State law. 

6 SACI-FRP reafims the following: 
a. Passive consent (in which parentslguatdians are scnt forms describing the 

research and asked to respond only if they do nolt want their child to 
participate) is not an approvable mechanism for satisfying the 
parcnt/guatdian rcquirernent under 45 CFR 46. I I6 or 45 CFR 46.408. 

b. Wflcn pnrentalJguardian permission meets the requirement for waiver 
undcr 45 CFR 46.1 f 6(d) and 45 CFR 46.408(c), an XKB should consider 
whether parentallgr~ardian notification and right of refusal is appropriate. 

Recnrnm errdn fintts relaftld In 45 CFR 46.409: 

7. A ward should be defined as a child who is placed in the legal custody of the 
State or otller agency, institution, or entity consistent with Iyederal, State or Iocal 
law. 

8. In approving the advocate for a specific protocol the RE should take illto 
consic-leration whether the advocate: 
a. has appropriate education ancl training, in order to take into consideration 

the nature af the research and the expectations of the advocacy role. 
11, lias the ability to make a deternitlation regarding each ward's 

participation in rcsearch that is  independent and free of any contractual 
requirements or financial gains or other conflicts that depcnd upon the 
number or types of subjects requircd for recruitment, enrollment, and 
ongoing participnt ion. 

c, has independence from the research for the entire period of the advocacy 
role. 

d, can act in the interests of protecting the safety and welfare of the ward by 
assuming an intcmcdiary rolc hctrvccn the cllild, investigator, guardians, 
and the IRR. This may include, as appropriate, meeting with wards, 
t~iological parents, foster parcnts, and researchers as deemed necessary, 
having the time and ability to becomc familiar with the child's health, 
behavior, social and physical environment, and notifying the investigator 
and lltl3 of any concenrs about tlre child" participation in research. 
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9. In reviewing research that falls within category 846.404 and 846.405 and includes 
or will potentially include wards, the RBs  should consider the inclusion of 
additional safeguards to protect the rights and welfare of these subjects in 
accordance with the provisions of subpart A section 546.1 1 I(h). This may 
incIude actions such as  the appointment of an advocate or any other safeguard 
deemed necessary to protect the safety and welfare of lthe ward taking into 
consideration thc nature ofthe research. 

10. Two pasts: 
a. If an individual childadolescent becomes a ward while participating in 

research that falls under catgory 546.406 or 546.407, the requirements of 
section $46.409 n ~ t ~ s t  be impleme~lted in order for the ward to continue 
participation. 

b. If an individual childadolescent becomcs a ward while participating in 
research ltIiat falls under catcgow $46.404 or 546.405, the JRR may 
consider requiring additiona1 safeguards to protect the safety and welfare 
of the ward as specified in subpart A section $46. I 1 I@). 

1 I. If nn IRB reviews a protocol for whicft t l~c  investigator may reasonably anticipate 
that some subjects may bcconie wards during the course of thc research and the 
research falls into category 546.406 or $46,407, the R B  may consider reviewing 
and approving the protocol in accordance with tj46.409. This would include 
iclent t fying a paten tial advocate in the event one were needed. 

Institutions and their ZRRs, in collaboration with other operating units (e.g., ofice 
of legal counseF or legal counsel), should provide guidance and education to 
invcst igaltors and the associated rescarcl~ persome1 regarding: 
a. who is defined as a ward of the State in accordance with state regulation 
b. specific State regulations and requircrnents if they cxist. 
c. the necd to notify the FRB when a ward is initiaIly considered for research 

in category $46.406 and $46.407 research. 
d. the need to notify the IRR when a child/adolescent already participating in 

research categorized as 546.406 and $46.407 becomes a ward of the state. 

Recomnr~rtdufi~ns related to Srtbpart A: 

13. To defcmine that a parcnt/gunrdian waiver "'will not adversely affect the rights 
and welfare of the subjects" under $46.1 16(d) the IRB should consider: 
a. Federal, State or Eocnf laws pertaining to parentallpartiinn permission 
h. alternative mechanisms 20 protect the rights and welfare of child 

participants, and 
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c. when appropriate, whether the investigator bas adequately considered the 
norms of the community from which the subjects wiIl be drawn. 

14. To determine whether parental/gt~ardian permission can be waivcd under 
846.1 1 6(6)(3) because the research cannot bc "practicably carried out", the IRB 
should require thc investigators to provide : 
a. a reasonable argument that scientific vaIidity wouId be cornpromised if 

parental/p~ardfan permission was required 
h. a reasonable argument that alternative methods to obtain parentallguardian 

permission are not feasible, and 
c. a rationale for why the research could not be conducted with a population 

for whom parentallguardian permission could be practicably carried out. 

1 5 .  Parentaljguardian permission sliould never bc waived under $46.1 1 Fi(d)(3) for 
convenicnce nor waived solely for reasons of cost or speed or other expedient 
measures if doing so weakens protection of subjects' rights and we! fare. 

16 In evaPuating whether assent should hc waived under 546.1 I G(d) for rcsearch 
involving no greater than minima1 risk, the IRB may consider the following: 
a. rcsearch involvcs no greater than minimal risk 
b. requirements for parentallguardian permission have been met, 
c. waives of assent does not violate Federal, State, or local Taw, 
d. the stltdy could not bc practicably conducted (e.g. scientific validity would 

be compromised wirhoz~t the waiver), and 
e. the investigator has presented evidence that alternative mcrhods to obtain 

assent are not feasible. 
Note: Even whcn child assent is waived, the RJ3 should consider exphining the 
rcsearch to the chi Id nr~rI the right of refilsal. 

SACWRP On- gin^ Work Proiects or Proiects in the Planninp Stape -- 

1. SACI-TRP continzles to address problems and issues associated with the application of the 
Federal Policy for the Protection of I-luman Subjects (codified by HHS at 45 CFR part 
46, subpart A and known as the Common Rule), particularly with respect to hehaviora1 
and social science research. Deliheraiivc cfhrts and rccornmendations from the Subpart 
A Subcommictce, formcd to considcr these issues, wcre presented at the Nove~nber I -2, 
2006 meeting hcld in Arlington, VA. 

2. SACHRPa11d01IRl~wiIlcont~nuetoworkcIosclyontheissueofaItemativeIRBrcview 
mechanisms for human subjects rescnrch. Plans arc in place for a national conference on 
alrernatives to local IRas  and related issues, to be held on November 20-21,2006 in 
WnsPlington D.C. 
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3. SACI-1 RP will continue to be briefed on the progress of the Federal Adverse Event Task 
Force. 

4. SACHRP hosted a panel, consisting of representatives fmm muIriple patient advocacy 
organizations, to address issues related to subjects who are decisionally impaired at its 
November 1-2, 2006 meeting in Arlington, VA. 

5. ShCHRP and OHRP are actively working on the development of a new subcommittee to 
evaluate the unique concerns and vulnembilities of decisionaIl y-impaired subjects 
participating in research, 

6. SAC1 1 RP and OHW will continue to work closely together to address the concerns and 
recotnrnendations relative to research involving prisoners presented in the Institute of 
Meclicinc" report entitled "Ethical Considerations for Research Involving Prisoners." 

Mr. Secretary, 1 trust you will find this report acceptable. Your committee members and 
SACSIRP snbcommittee members have worked hard in their pursuit of the charges contained in 
the charter. SACHRP has also worked closely with Dr. Bernard Schwetz and the rest of the 
01-IRP staff  and has benefitted greatly from their expertise and leadership. We 100k foward to 
continuing our work and providing you with secernmcndations that will enhance human 
subject protections and advance science for the benefit o f  all Americans. 

Chair Secretary's Adviso 
on Human Research Pro 

Enclosure 

CG: Bernard A. Schwetz, D.V.M., Ph.D., Exccutivc Secretary, SACI-IRP 
Catherine SIatinshck, M.A., Executive Director, SACHRP 


