
APPENDIX A 

The purpose of this document is to provide clarification to the recommendations fowarded by 
the Subcommittee on Research InvoIving Children (SRIC), and approved by the Secretarial 
Advisory Conlmittee on Human Research Protections (SACHW, also referred to as the 
"Committee") on November I ,  2005, March 14,2006, and August 1,2006. The majority of these 
recommendations involve subpart D (45 CFR 46.401: -409) of the regulations at 45 CFR part 46. 
This is the final set of recommendations to be brought forward for thc Secretary's review from 
the SRIC. Previous recommendations from SRIC that were approved by SACHRP were 
fonvardcd and approved by thc Secretary on December 29,2004 {contained recommendations 
related to 45 CFR 46.407) and March 10,2006 (contained recommendations related to 45 CFR 
46.404'46-405, and 46.406). To facilitate the review of this document each section (e.g., 45 CFR 
46.408, and 46.409) will start with the regulatory language for that part of the regulation 
followed by the individua1 verbatim recommendations reIevant to that section and a brief 
summary of the discussions that occurred within SACHRP. As with all previous 
secommet~dations from SRTC that were approved by SACHRP, all recommendations provide 
clarification to existing regulatory language and, hence, do not require changes in the 
regulations. 

1 Recommendations Related to 45 CFR 46.402lAssent 
* Present Regulatory Language (relevant sections only) 

446.402 Definitious. 
(b) "Asscnt" means a child's affirmative agreement to participate in research. Mere 
failure to otlject should not, absent affimativc agrcernent, be construed as assent. 

Recommendwfi~n~iscussion 
1. " t a e n  nn IRB delerrnines thnt the sutljecf populntion is unpclhle of msenf, i! should 

en.rure that the protocol describes how nssen6 proceclrlres wil/ meet the requirements 
of45 CFR 46.402@). " 

Discussion on Recommendation 1 
This recommendation was prescntcd and approved by S ACHRP on November I ,  
2005. The purpose of this recommendation is to provide R B s  with guidance on the 
issue of assent given by children participating in  research. SACHW felt that the IRB 
should require investigators to provide information on how the child assent process 
will be handled during the conduct of a proposed study. Specifically, the investigator 
must provide sufficient information to the IN3 so that i t  can determi~~e that a child's 
affirmative agreement to participate will be obtained if assent i s  sought. For example, 
a researcher proposes to draw blood from children and indicates in the protocol that 
the children will only be told that the blood draw will help researchers better 
understand how children's bodies work. In such a situation the IRR may also request 
that the investigator inform children that their participntion is voluntary and obtain 
their affirmative agreement before initiating the proccdurc. 

2. "When the child's views mny no, ul?imate/y be dclcrminative, the invesfigcltor or 
paren~/gum.iii~n.r s/~ould .rdicit the child's perspec[ive witho~rt promising to follow 
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his or Irer wirhes. hrvesligadors slrarcld only invife a child ',r ckcision about study 
pnrficipa!ion when they inrertd to honor /hat decision, The practice of n.rking a child 
jbr n decision, tllen disregarditrg thni deci.rion Vic conflicts with whnt the invest ip  for 
nr pnrent*~/~~cardians rvish, i.7 unacceprahle. " 

Discussion on Recommendation 2 
This recommendation was presented and approved hy SACW RP on November I , 
2005. The puhposc of this recommendation is to provide guidance to R B s  and 
investigators as to what they shotlld consider relative to the dignity of the child 
subject when deciding whethcr to obtain assent. The Committee found the practice of 
asking a child for a decision and then disregarding it if i t  conflicts with the wish of 
the parents or guardians or the investigator to be unacceptable. It was felt a child's 
decision shouId not be requested unless i t  will be honored. The Committee felt this 
recornmendat ion should apply to all rcsearch involving clri1dre.n. 

3. "ReIarive to iioctcmentatinn discretion for a,wenf: 
* IVlen tire lRD dedemin~s that assent is rcqzdired, if sholtld also defermine ~vlte fher 

nnd how it shortld be docunrented. Qften, IRES reqtrire children :r sig~lofures 
beea~cse they think they have to; horvcver, in many instances these signalt4re.r nrc 
dwelopmcnta liy inappropriate and t Jicrefnre rnenningless. 
IR Bs should use the di-rcretion permitted in f~deral regulations for differ~nr 
docrdmenlation procedures ( e . ~ . ,  citi/ii's signa!~u-e or documenfntio~l in  
ill vestigaror notes [hat assen! rr9n.r grnnred vcrballjg) raking irlto account r~lcvant 
state lsnd local Inw. 
To rncrke szrch def errninnrions, the IRBs s horrid draw lrpon knowlec/~c oJ the 
deveEopm cntal level q f rlre subject popthtion and how digwent doctimen f arion 
procedrw~s will best scn?e [he pnl.r. n f as.ren! for part icuiur rcs~orclr proiucnls 
and populafions. " 

Discussion on Recommendation 3 
This recommendation was presented and approved by SACHRP on November 1, 
2005. The purpose of this recommendation is  to provide guidance to RBs on thc 
nced for documentation of assent. Ft was felt by the Committee that this 
recommendation applies to all research conducted in children. Likewise, the 
Committee felt it is important for XRBs to be aware that i t  is not always appropriate 
for an IRR to require documentation of  a child's signature for asscnt. Later in the  
public comment period i t  was noted that state and local law relative to the 
documentation of child assent should also be considered. 
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Recommendations Related to 45 CFR 46.408: 
Prcsent Regulatory L a n g i ~ a ~ e  

546.4138 Requirements for permission by parents or guardians and rrrr assent by 
children. 

(a) In addition to the determinations required under other applicable sections of this 
subpart, the RR shall determine that adequate provisiotls arc made for soliciting the 
assent of tl~c children, when in the judgment of the JRR the children are capable of 
providing assent. In determining whether children are capable of assenting, the IRB 
shall take into account the ages, maturity, and psychologicaI state of the d~iIdren 
involved. This judgment may be made for a11 chilclren to be involved in research 
under a particular protocol, or for each child, ns the TRl3 deems appropriate. Ef the 
IRB determines that thc capability of some or all of the children is  so limited that they 
cannot reasonably be consulted or that the internention or proccdurc involved in the 
research holds out a prospect of direct benefit that is important to the health or wcll- 
being of the children and is available only in the context of the research, the assent of 
the children is not a ncccssary condition for proceeding with the research. Evcn where 
the R B  determines that the subjects are capable of asscn ting, the lRB may stil I waive 
the assent tcquiserncnt under circumstances in which consent may be waiver! in 
accord with $46.1 16 of Subpart A. 

(b) In addition to the determinations required under otlrer applicable sections of this 
subpart, the R B  shall determine, in accordance with and to the extent that consent is 
requircd by 646.1 16 of Subpart A, that adequate provisions are made for soliciting the 
pcnnission of each child's parents or guardian. Whcrc parental pcnnission is to be 
obtained, the IRB may find that the pernlission of one parent is  sufficient for research 
to bc conducted under $46.404 or $46.405. Where research is covered by $46.406 and 
$46.407 and pennission is to be obtained from parents, both parents must give thcir 
permission unless onc parent is deceased, unknown, incornpeten t, or not seasonnbl y 
available, or when only one parent has legnE responsibility for the care and custody of 
the child. 

{c) In addition to the provisions for waiver contained in $46. I I6 of subpart A, if the IRl3 
deternines that a research protocol is designed for conditions or for a subject 
populatio11 for which parental or guardian pennission is not a reasonable requirement 
to protect the subjects (for example, neglected or abused chiIdrcn), it may waive the 
consent requirements in Subpart A of this part 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 thc rcscarch subjects, and their age, maturity, status, 
and condition. 

(d) Permission by parents or guardians shall be documented in accordance with and to the 
extcrit rcquired by $46.1 1 7 of subpart A. 



(e) W e n  the RE3 determines that assent is required, it shall also determine whether and 
how assent must be documented. 

[Note: Several of the following recommendations also apply to waivers approved under 
46.1 161d). The regulatory language for this citation can he Found in section 4 below.] 

4. "In considering the parenr/gtorilian wniver ~inder 45 CFR 46.440(~), IR Bs shotrid 
consider jus f ifica f ions for 'nof a rensonnhle reqwirernent ' beyond rhe m r n p  fe of 
'neglected or a hu.red chilrfrc~r ' given nvilltin the replntion and include instances in 
which parenlnl/p~nrdinn p~rmission wortld jeopardize stthject webre  or faiI to 
provide additional . r r~ f~ec f  profccfion. " 

Discussion on Recommendation 4: 
Tlris recommendation was presented and approved by S A C W  on March 14,2006 
and Novernl~cr 1,2005. The purpose of this recommendation is to provide RBs with 
grlidance on how they may interpret the regulations at 45 CFR 46.408(c) (waiver of 
parental permission). Essentially the Committee feels the IRRs can extend the waiver 
permitted under 45 CFR 46.408(c) to situations bcyond 'heglected or abused" 
children. The Cornrnittce wantcd to provide IRBs with the flexibility needed to do 
important research on adolescents that could not be done i f  parental permission is 
required. This rccornn~endation is linked with the next recommendation, 

5. Asslint ing fIrnf cm approprin f e mechan i,mt for protecr ing the children is provided, !/re 
IR R may waive pnrcafnl/pclrdim permission under 45 CFR 46.40R(c) by applying 
[he following tIrree criteria: 

The investigator Jlas provided a reasonable nrprnent that in forming 
pnr~nts/grdardiuns may result in harm to the child, or 
The investigator has provided a reasonable at-gumen tha f pasental/glinrdinn 
yertnission may nor he in rlze child's best interest becartse of conflicts in 
pnren rai/pardiizn role as it relates to the re.renrch, or 
The Y P . Y ~ C I ~ C I I  in vnlves adolescents and: 
a. it is important fo poprrlntion health 
h. subjects have consent cnpacity 
c. pnuicipation is vo lunta~ ,  nnd 
ci. procedures are cammensumfe rvifh Stnte Inw. 

Discl~ssion on Recommendation 5: 
This recommendation was presented and approved by SAC1 IRP on Marclr 14,2006. 
It may be important to note that a slightly different version of this rccornn~cndatian 
was presented and approved by SACHRP on Novemllcr I ,  2005. The purpose of this 
recornmcndation is to providc IRRs with guidance on how they may interpret the 
regulations at 45 CFR 46.408(c$ (waiver of parcntal permission). The Committee felt 
that plausible arguments as to why informing the parents may be hannful to the child 
could include "conflicts in the parental role as it relates to rcsenrch". These conflicts 
do not necessarily have to depict the parents as not goorl parents. An example of the 
application of criterion I would be an instancc in which the ini7estigator seeks to 
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identify patterns of psychological risk and resilience in high school students who 
consider themselves gay or lesbian, but who have not made this identity known to 
their parents or the public. The investigator might present literature on the social 
stigmatization of gay or lesbian youth, heir potential confusion, and whether or not 
there is evidence of abusive reactions in particular populations. An example nf  the 
application of the second requirement would be an instance in which an investigator 
sccks to study coping belraviors of adolescents who have joined an Al-Anon Group. ff 
there wcre only one parent and that parent was an alcoholic, there might be a conflict 
that would render the parcnt unable to make a decision in the child's best interest. A 
third example presented is onc in which an investigator applics for a parental waivcr 
to study adolcscent girls' attitudes toward and use of different forms of birth control. 
Pasticipants would be recruited from a clinic serving tcenage girls 14 years and older 
who are permitted by state law to rcceive gynecology services and birth control 
without parental psrmission. To satisfy thc third requirement, the investigator would 
have to show thnt the research is important to the health and well-being of adolescent 
females who are sexuaily active and provide empirical evidence demonstrating 
adolcsccnts of this age are capable of understanding infontled consent at adult levels. 
To satisfy the criteria the invcstigator must also assure that during recruitment it will 
be made clcar to the teenagers thnt participation in the study is not relatcd to their 
treatmcrlr and that a decision not to participate will not jeopal-dizc t't~cir ability to get 
sentices. Finally, the investigator might show that asking subjects about their sexual 
practices and usc of birth control is reasonably cornrnensuratc with questions asked 
during gynecology services they arc permitted by law to receive without parental 
permission. Ultimately the Committee wanted to create a situation in which parental 
permission is not waived haphazardly just because a subject is an adolcscent but 
rather support the notion that a waiver is  acceptable provided the rcsearch 
interventions are the types of things that adolescents in a given state can go and get 
done, or evaluated, or treated for without their parcntsf permission. I t  is f mpodant to 
note that a waivcr under 45 CFR 4(in408(c) may apply to research involving risk 
grcater than minimal whereas a waiver under 45 CI;R 46. I Ili(d) applies only to 
minimal risk research. 

6. "SACHRP re-nSJTrm.r rhnt: 
Pnssive consent (in which paren!.c/,u ardjans are sent Jorms describing the 
rrxenrch clnd a.~kEci to respond only r t h ~ y  do not want fheir child to 
jxwticipare) i.r not an appmvnble rnccJmnisrn fur saftsfiirrg the 
ynr<*nr/xttnrdion r~quircment under 45 CFR 46.116 or 45 CFR 46.408. 
IV71cn prcntal/guardinn prnni-rsion meets the requirement-[or. rvaiwr tcncl'er 
45 CFR 46.1 16 (d) and 45 CFR 46.408 (c), nn MB .rhoulrd consirl~r whet her 
pur~rrtn! nor iflcalion and right of refisnl is npproprinfe. " 

Discrrssion on Recommendation 6: 
This sccomn~endation was presented and approved by S ACHR P on Novembcr 1 , 
2005. Tl ic  purpose of this recomrnendatio~~ is  to provide TRBs with guidance on the 
prac ticc of \\?hat is often refcrrcd to as "passivc consent'' when obtaining 
parcntnl/guatdian permission For research involving children. The Corninittee felt i t  
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was important to revisit the "passive consent fallacy" which assumes that parental 
failure to respond to consent forms sent homc with tllc potential child-subject means 
that permission has been granted. Pile Committee felt this practice should not be 
permitted. This recom~nendation is intended to underscore the fact that when a 
"'passive consent" process is utilized, the IRRlinvestigator is in fact applying a waiver 
(eithcr under 46.408(c) or 46.1 16) of pnrcntallguardian permission. As such, the 
investigator must demonstrate that a waiver is appropriate. An examplc of how this 
process could unfold includes the following: An investigator proposes to administer 
an after-school activity questionnaire to middle schoolers during heal ttl class. 
Participation i s  voluntasy and adequate student assent will be obtained. Research is 
dctermined to be minimal risk and cannot be practicably carried out if parental 
permission is required. The 1RB in this case could reasonably waive the requirenletlt 
for parental pcmission under 45 CFR 46.1 161d) although they might recommend a 
letter be sent Ilnrnc to the parents informing them about the research and providing a 
contact number if they had questions or did not want their dlild to participate. 

3 Recommendations Related to 45 CFR 46.409 
Present Regulatory Language 

(a) Children wflo are wards of the state or any other agency, institution, or entity can be 
irlcIuded in research approved undcr $46.406 or $46.407 only if such rescarcb is: 

( 1 )  Relatcd to thcir stahls as wards; or 

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

(h) If the researcl~ is  approved under paragraph (a) of this section, the TRB shall require 
appointment of an advocate for each cllild who is a ward, in addition to any other 
individual acting on behalf of the child as pardfan or in loco parentis. 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, thc best 
intercsrs 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 mcmbcr of the 
TRR) with the research, the investigator(s), or the guardian organization. 

* 1iecommcndafionlDiscussian 

7. "A rvavri sltotrld he deflned rrs a child who is placed in the Iugnl cuslodj~ of !he State 
or orker a-gencq: insfi!ldfiot~, or. rn riry consistent with npp/ icnl~l~ Federal, State or 
local In~v. ' *  

Discussion on Rccomrnendation 7: 
This recommendation was presented and approvcd by SACHRP on August 1,2006 
and March 14, 21306, The purpose of this rccomrncndntion is  to provide a useable 
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definition for wards whic11 is not presently defined in 45 CFR part 46. The definition 
approved by the Committee is exactly the same definition wed by the FDA (2 1 CFR 
50.3(q)) hence it is consistent with the goaI of harmonization. The Committee noted 
tllat it is  sometimes challenging to identify who a ward is and to distinguish between 
who has physical custody of the child and who is responsible for providing medically- 
related pem~ission for the \Ivard. For example, often a child may be in a foster care home 
but legal custdy may rest with the foster care agency and not with the foster patent. At 
the same time, the legally-recognized guardian may not be involved with the day-to-day 
life of the ward. Such issues contribute to the ~ I n e r a b l e  nature of this populatioi~ and 
should be considered by the IRB. 

8. "In approving the o h c a f e  for n speclpc protocol the IRR slrould lake info 
consideration the following whelher  he odvocafe: 

kns appropriate education und [raining, in order ro rake info consideration the 
nature of the research and the expecta&inns of the ndvocacy role. 

* h m  the a hilip to nra ke a delerminatiun regarding each ward 's particij~n f ion in 
research that is independent and free of any contracfunl requirernent~ orJnanein1 
gains or odller conflicts that depend upan the numher or type.7 ofsulqecfs required 
for recrui [men f , enrollment, and ongoing part icipation. 
hnsindependencefromrhereseal-ch fortlreentirepeP-iodoftheadvocacyuole. 

4 can act in the inferesfs ofprotecfing the scffely and welfare offhe word by 
assuming an in termedior y role behveen the child, inves f iga for, p~uardinns, nnd the 
IRB. This may include, as appr~printe, meeting wirh wards, biological parents, 
fosler pm-mts, and researchers ns deemed necessary, having the time and ability 
to become familiar with the chiliiJ.r henlch, behavior, socio! andphysicnl 
environmen!, and notjfiing the investigator and IRB of any concerns about the 
child 's pnr-ticipation in research. " 

Discussion on Reconrmendation 8: 
This recornmendation was presented and approved by SACHRP on August 1,2006. 
The purposc of this rccomrncndation is to provide 1RBs with guidance on what 
criteria they should consider whcn approving an advocate. The Committee did not 
want to be prescriptive and noted that not a l l  criteria nceded to be satisfied in all 
situations. Basically, this recornmer~dation suggests the I t 8  consider whether the 
proposed advocate will ( I )  understand the ward's situation, (2) be able to have some 
kind of individual contact with the ward so that they can make appropriate decisions in 
the ward's best interest, and (3) be su fftcientl y independent from research influence, that 
is, they are not being paid to enrol1 a certain number of wards, etcetera. AlthovgI~ not 
articulated in the reconmmendation, the Committee felt the role of the advocate could 
include, among other possible activities, ( 1 )  decision making about whether the ward 
should even be approaclled in order to participate in research, (2) determining that the 
approach is not coercive, (3) assuring assent is voluntary, (4) ensuring the ward's right 
to withdraw from research is respected and ( 5 )  monitoring the ward's status (including 
g~~ardianship) during the conduct of the research. Despite these roles the Committee 
noted that the advocate does not necessarily have a legal role in providing "consent" 
when there is a legal guardian. The thought is that the advocatc is an additional voice to 














