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Source: 46 FR 4386, January 26, 1941, 48 FR
9269, Maech 4, [983.

§46.101 To what do these
veguintions apply?

(a) Except as provided in
paragraph (b) of this section, this
subpart applics to all vesearch
involving human subjects conducted
by the Department of Health and
Human Services or funded in whole
or ia part by a Department grant,
contraci, cooperative agrecment or
felfowship.

(1) This incledes research
conducted by Department employees,
except cach Principal Gperating
Componemt head may adopt such
nonsubstantive, procedural
modifications as may be sppropriste
from an adininistrative standpoint,

{2) It also includes research
conducted or funded by the
Department of Health and Human
Services outside the United States,
but in appropriate circumstances, the
Scerelary may, under puragraph {¢) of
this section waive the applicability of
some or all of the requitements of
these regulations for research of this
type.

{b} Research activities in whicl the
only invelvement of human subjects
will be in one or more of the _
following Categories are exempt from
ihese regulations unless the research
i» covered by other subparts of this
part.

(1) Research conducted in
esiablished or commonly accepted
educational settings, involving
novinal educationad practices, such as
(1) rescarch on regular and spzcial
edvcauon instrectional stralegies, or
(i1) research on the effectiveness of or
the companson among instructional
techmigues, curricula, or classroom
management methods,

(2} Research tnvolving she use of
educational tests (cognitive,
diagnaostic, uptisude, achievement), if
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information tahen from these sourccs
s reporded in such & manner that
subgeets cannot be identifind, directly
or through idennfiers linked to the
sabjects,

{3) Research involving survey or
nterview procedures, except where
a1 of he following conditions ¢xist
14) reaponses are recorded in such a
manner that the human suhjects can
be Jentified, directly or through
ieatifiers tinked to the subjects, i)
the aubject’s responses, if they
Became known outside the research,
cotd reasonably place the subject ut
nsk of eriminal or civil tatwlity or be
danuging to the subject’s Nnancial
standing or emplovability, and (i)
the research deals with sensitive
sspects of the subject’s own behavior,
such as itlegal conduce, drug use.
sexual behavior, or use of alcohol,
Al research anvolving sarvey or
diterview procedares 1y exempt,
wrhoul cxception, when the
respondents are elected or appoinied
public officials or candidates for
i)llmu.‘ utfice.

o4 Research mvolvigy the
wve pyation (inchiding obsers ation by
aartipants) of public behas,or,

et where all of the Tollowny
conditions exisl (1) abservations are
revarded mosoch o manner that the
feman sebjects can be wdentitied,
dircethy or through idenudices Linhed
to e subjects, (i) e obseryations
recorded about the mdividual, (of they
precane known outside the research,
cou d rewenably place the subject at
rish of coimenad or civil babiiiy e be
dentaring o the subject’s finane.at
struding or employibility, ang (i)
e cosearch deals with sensitine
arpents of the subject’s vown hehavior
archoas ilepat conduct, drug use,
wendad behavior, or use of aleohol,
i3y Research invelving the
collecnon or study of exasting data,
dovuments, records, pathological
cprenmiens, of JHEEENOSUC specimens,
it these sources are publicly avadable
ol e information is recorded by
the mvesngator in such a munncr thay

Approved For Release 2001/03/0

subjects varnot be idenntied, direetiy
ar theoagt. slerndaers hinhed s the
sudjects,

(63 Unlesy apecifically required by
statute {aoad eacepr to the exlent
apecified 1w parsgraph ()3, research
and deme mtraton projects wihich
are conducted by or subject to the
approval of the Deparnnent of
Health snd iluimun Services, and
which are desinned o study.
ecvaluate, o aherwise examnine: (1)
programs uncar the Social Sceurnity
Act, o other pubdic benefit ur
service progrees, (i) procedures for
obtaining, banctus orf services under
those programs; (iii) possible changes
in or alizinatives 10 those programs
or procedures; ur {iv) possible
changes w methgds or Jevels of
payment For besefits or services
under 1hnse Programs,

to The Secretary has final
authorily o determuane whether a
particular vty s coverea by these
regubaiey,

(dd Ve Nooretary inay require o
specHIe fescarch getivalies of classes
of resesreh activittes conducted or
funded by the Depastment, bt
atherwie covered by these
teguiabons, comply aaly sarme o ull
ol these rogulanony

(e} The Sevretary aay also waive
applicandte of these regulations o
speific reseaech acuvines or clusses
of Fosearch aciiviaes, otherwiese
corvered by trese rreulutions. Notices
of thase astrmy will be published in
the Mederad Bsgister oy they ogeur,

(Y Noadr
Departmest Cosding for researvh

dual v receive

covered b these repulations waless
the inde whuat o affilisted with or
sponsored My oo pnstitetion which
ansummes ves rensibitay for the
resareh under an gisarance ot fying
(e requireneata of this part, or the
aadrviduat makes ather srangements
witi the Depaniment,

{c) Congphience weh these
regulattons wilin no way render
inapplrcable poiiment tederd, e,
or focal laws o repulations

(h} Each subpart of these
regolations contains a separate
section desaribing to what the subpart
applies, Research which is covered
ty more than one subpurt shall
coamply with all applicable subparis,

{1} If, fullowing review of
propased resecarch activities that are
exempt from these regulations under
paragraph (b}6), the Secretary
determines that a research or
demonstration project presents a
duanger to the physical, mental, or
cmotional well-being of a participant
or subjeet of the research or
demonstration project, then federsl
funds may not be expended for such
a project without the writien,
mformed cousent of each participant
or subject,

§ 46,102 Deflinitions,

{a) “"Secreny ' means the
Secretuy of Healih and Human
Services and any other officer or
employee of the Department of
Heatth and Homan Services 1o whom
authiority has been delegated,

ih)y “Department’  or "HHE"
mieans the Desarvsent of Heabth and
Huaman services,

() “'lasttution’” means any public
or prnvate entity o sgency {including
federal, state, and other agencies).

() “Lapally suthorized
representative moaas anandividual
or judiciai or other hody autherized
under applicable low 10 consent on
hedtolf of a prospective subgect to the
subject’s participation in the
procedurais) involved in the research.

(¢) “Rescarch' means a
wystemalic investigation designed to
devetop or contribute to generalizable
haowledye, Activiues which meet
this definution constitute *'research’
for purposes of these regulations,
whether or not they are supporied or
tunded uader o program which is
comadered research for other
purposes. Por example, some
“demonstration’” and “service '
programs may include research
activitics.

7 - CIA-RDP96-00788R001 500160010-9
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AP ) “*Human subject’’ means a

Living ondividual about whom an

' ulv"c'szigntor (whether prefessional or
siudent) conducting research abtains

(1) data through intervention of

interaction with the individual, or ()

identifrabie private inforimadion,

“Intervention ¥ includes both

physical procedures by which dati are

pathered tfor example, venipuncuure)

and mantpulations of the subject or

the subject’s envirominent that are
performed f})r research purposes,
“interacuon’” includes
CORMUNICALON OF Interpersunal
contact between investigator and
subhject. “Private information™
iecludes information about behavior
tal occurs in o context in which an
indavidual can reasonably capect that
no observation or recarding iy tabing
alace, and information wineh hay
been provaded Tor specife purposes
my an sndividual and whict the
wdivadual cun reasonably expect wril
not be made public (for exaiple, 2
mediva! record), Private infonaton
must be individually denutiabie
1 e, the identiy of the subject iy of
may readily be ascertnined by the
egstipator o associaivd wan the
mlormatan) in veder for wbtnnny
e infoimaetion (0 consttitte research
unelving human subjets.

() ““Minimal risk ' ymcans that the
risks of harm antcipated n the
proposed resedrch are sat gregter,
considenng prohability and
magniude, than those vrdinarily
eircountered 1n daily life or during the
pertormance af routing phyuical
pavehalogieal exammaton or iests,

th) “*Certificatton}” means the
Aticrad natfication by the castiwation
worthe Department in gccordance with
the requirements of this part a4
research praject or activity tnvolving
livrnan subjects has been reviewed
and wpproved by the Institunional
Review Board (IRB) in sccordance
with the approved assurance on fide at
HES . (Cernficaiion is required when
e research is funded by the
Degartment and not otherwise ¢xempt
1 accordance with § 46 1G1H DY

roved For Release 2001/03/07 --CtA-RDP96-06788R001500160010-9

§ 4. 113 Awarances.

{a) Fach in ttution engaged ia
rescai b covercd by these regulations
shall provede wotten assurance
sifistactory to the Secretasy that i
wili cemply wh the requirements set
fordh 1y trese cepulations

ity The Department will conduct ar
tusnd cescarch covered by these
regabations ondyvof the tsittiton has
anassurane approved as provided in
this sectron, and only i1 the institution
Was corfied 1y the Secrewary that the
reseach has been reviewed and
approved by an iRB provided for in
the avsucance, and will be subject to
continu:ng review by the IRB. This

“assurance shath at s minimum include:

(1) A seatement of principles
govermg the imsttution in the
Jischarpe o iy responstbilities for
profechng the rights and weltare of
human suects of reseurch vonduced
o sponsored by the instiution,
regurdicss of source of fundinyg. This
iy nchide an appropriate ¢ wsting
code, dectaration, or statement ot
cthuea! poaciples. or a staw memt
rormeiated by dhe instuunog itself,
This require 2 doas not preem
provisiony ol mese regulatons
applicable o pepartment fuwded
renearch and ponct upphuable wooay
rascarch n o exempt caterary listed
g g e o]

(2) Destpmabon of one o more
IRBS vstabished in accordance with
the requiremenis of ths subpart, and
for s iEnch provedaens are made for
meetinn apoce and sutficsent siaff w
suppeit dee TR s review and
recorubeep ny dugs,

(5 A b of the [TRB membery
ideniitied By name. rarncd degress;
represyatidive capacnty; mdications of
CAPETLNCE sUCT ws hoard
Corthih dLoNs , Ieenses, e
stdnoens o deenbie cach member's
chiet annicipare d contribunions o IRB
deliberatons, and any employment or
other teiationship heyween each
member and the vatituton; for
example: tull-time amployee, part-
tane eapiovee, member of pavermng
panct or board, stockholder, patd or

45 C¥R 46

unpaid consultant. Changes in IRB
membership shall be reported 1o the
Secretary !

{4} Wrivten procedures which the
IRB will follow (i) for conducting its
initial and continuing review of
research and for reportng its findings
and uctions 1o the investigator and the
institution: (i) for determining which
projects gequire review more ofien
than annually and which projects
need verification trom sources other
than the investgators that no maierial
<hanges huve accurred since previous
IRB review, (iti) for insuring prompt
reporung to the KB of proposed
changes v a renearch activity, and for
insaning that changes in approved
research, during the period for which
IRB approval has already been piven,
may not be inttiated without [RB
1eview and approval except where
necessary o chiminate apparent
immediate hasards to the subjects and
{1v) for insuring prompt reporting to
the IRB and (o the Secretary ! of
unanticipated problems involving
riske to subjects or others,

(¢) The wssurance shall be executed
by an individew) suthorized to act for
the anstitution and to assume on
behatf of the institstion the
obiiganons impused by these
regrulations, and shall be filed in such
ferm and aunner as the Secretary
inay poeseribe,

(d) The Secretary will evaluate all
assurances submitted in accordance
with these regulutions through such
officers and employees of the
Depactment amd such experts or
consultants engaged for this purpese
as the Secretary determines to be
appropriste. The Secretary’s
evalustion will ke into
consideration the adequacy of the
proposed IRB in light of the
anticipated scope of the institution’s
vesearch activities and the types of
subect populdpions likely to be

' Reports stould ve filed with the Office
fuor Proteciton from Research Risks, National
Insttutes of Hesltn, Department of Heajth
and Human Services, Bethesda, Maryland
20208
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involved, the appropriateness of the
;'tupﬁmvd imtial and continuing
review procedures in light of the
probable risks, and the size and
cemplexity of the instituton.

{¢} On the basis of this evaleatum,
e Secrelary may approve or
disapprove the assurance, or enier
s fegatiations W develop an
approvable one. The Sccrstary may
jumit the period ducing which any
pastivular approved assuraove of elitsy
of approved assucances siabl femao
cifective or otherwise conditton uf
restrict approval,

(£} Within 60 days after the date of
submitssion to HHE of an applicaton
ur proposal, an institunion with an
approved assurance covering tha
ataposed research shatl cestiry that
the apphication ur proposal has been
restewed and approved by the 1R,
Coter instiutions stall certny i the
apphication or proposal nas becn
approved by tha IRO withiy 38 days
after recelpt of a request for sechow
cerbification from the Deparunent. §
e verificanon 18 ot subreoed
within these time hunats, by
apphicanon or proposal me be
reiuened o the institution.

§ 40 104 [Reserved]
§ 46,105 {Reserved)
§ 46,106 [Reserved)
L6107

vat Fach IRB shall have a least
five members, with varying
Pachyroands 1o promete compiete and
denate rview of yesearcih actn e
cormmuonly vonducied by the
sentetion. The IRB shafl be
saficiemtly qualified threuen the
c.n;vcrsrr;cr: and experitse of its
members, and e diversity of the
e nbers ' backgrounds iachiding
corsideration of the yscial anid
cubiral backgrounds of marmbers and
cefiyitivity € such dssues as
o oamymity attuades, to promuote
respent Tor its advice and ceunsel m
cutegaarding the rights and welfare of
ponsn subjects. In addition o

IR membership.

paseesaing the professionut

GO CLrHre DeUEssary 10 Teviiw

ypee fe cxgearch activities, the TRB
shidl be 2ble ta ascenain the
aveertaiviity ol prapased research in
termes of naputional comnitments
and reratations . applicable few, and
stamgards of professionad vonduct and
practice. The 1RB shall therefore
imglude porsony knowledgeable n
these acens, I an IR regoladly

revic v reseatch that involves o
viinesonde category of subjects,
weinding vut ant Lamted 10 subjects
coverad by arbies subparts of this pari,
the 1RE shall mclude vne or more
indivad sals swho are primanly
concerned with the wetfare of these
subjests.

i) N i nogy consisi entirely of
men or ealirsly of women, or entitely
of members ol eae profession.

() Eaon IR shall mclude ag feast
ane mueinnes wWhose primary concerns
are in nonecientitic areas, for
eadrtitee buwyeie, cihicists, members
at the clorpy.

)y Beh TR Shaibincluce at Jeass
ane member wing is ot otherwise
affilicted with the tnstitution and who
% not put of the mmmediate famidy ot
4 person who o atidated with the
i,

(e} Mo ARD may have 3 member
praciteigasing o e B aitad or
vontinag res ww of any project i
which the menwer has a conflicting
inderoest, cavpt o provide
iwformalan seg icd by the TR

i Ar iRY moy, s decreton,
WVHE e s ath competence i
spectal a1 s e review of
compies ausaes whielt reguree
avpertinge tey ol o i sddiion ne that
avatlubic o tae T3 Theae
vty rdibals

RS

Sy L vty wath the

7 J5.108 IR funchions wnd
eperations.
Ly ot o Ll the requurements
ob thene vy alaneny cach TRE shadl
ad Follow o wratten procedures as
provaded o 8 e 0D

{hy Except when an expedited
review procedure is used (see
& 46,1 10), review proposed research
at convened megtings at which a
majority of the members of the iRB
ary preseat, inctuding ot least one
migmber whose primagry concerns are
in noescientific areas. In order for the
research to be appraved, it shall
weeeive the approval of a majority of
those members present at the
necung.

{ci Be responsible for reporting to
the anpropriate institutional officials
and the Secretary ! any serious or
contipuing noncompliance by
investigators with the requirements
and determinations of the [RB.

$ 46,139 IRE review of reseacch,

(a) An TRE shall review and have
sZshonity e approve, require
mndifications e (to secure approval),
or disapprove all rescarch activities
covered by these regulations.

thy An IR shall require that |
nformation given to subjects as pun’
of informed consent i in accordance
with & 46.116. The IRH may require
taat informatian, 10 add:ddion to that
specificatly mentioned in § 46,116,
be piven to the subjects when in the
1A s judgment the information
wuitld meaningfully add 1o the
prolection of the rights and welfare of
suhjects. .

(¢} An IRB shall require
decumentation of informed consent or
ity watve documentation in
accordunce with § 46,117,

td) Aa IRB sholl notify .
investigators and the institution in
writing of its decision to approve or
disupprove thw proposed reseasch
sotivity, oz of mexdifications reguired
1oy secure IR approval of the
rocearch activity, i the IRB decides
o disapprove a revearch activity, it
shall include indits written notification

Pepary should he hiled wail the Qifice
fur Proteciion (rom Research Rusks, Nanonad
fnsnitutes of Health, Department of Health
Aed Hhan Senvices, flethesdu, Maryland

MRS
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a statement of the reasons dor its
decigion end give the investigator an
apporisnity 1o respond in person or in
writing.

(e} An IR shall teﬂdu«:ﬂ
coatnving review of rescarch covered
by these regulations at intervals
appropriate to the depree of sk, but
noe less then once per year, and shall
have suthority to observe or have o
tmird punty observe the coasent
process and the research.

446,110 Expedited revicw
procedures for certain kinds of
vesearch involving na move than
.nimnml risk

ARREGVEH

{a) The Secrctary has esiablished,

45CFR 4

proposals which have been appioved
unger the procedure.

{d) The Secretary may restrict,
stspend. of rannate an mstitvhon’'s
or IRB s e of the expedited review
procedure when necessary (o protect
the rights or wellare of subjects.

4611t Criteria for IRB
approval of research,

(a) In order v approve cesecarch
covered v rmese revulations the IRB
shall deternung that all of the
followng icyuircticats are satistied:

(1) Wisks to subjects ave

LR Mce 2001103107 SIARDEgE /B8RO

rescarch design and which do not
unnecessartlv exnise snhimrte o rick

(5} Informed conscal will be
sppropriately dmummwd in
accordance with, and o ihe extent
required by § 46,117,

{6) Where appropriate, the research
plan makes adequate provision for
monitoring the data collecied to
insure the safety of subjects.

(7) Where appropriate, there ap
adequaie provisions o protect the
privacy of subjects and to maintain
the confideati:lity of Jdaa.

(b) Where some or all of the
subjects are likely (0 be valnerable
coercion or undue influence, such as
persons with acule oc severe physical

0156004600409 persons who are

economically 1 cducationally

disadvantaged, sppeopriste sdditional.
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§ 46.114 Cooperative rusearch.
Cooperative research projects are
thosé projects, normally supporied
theaugh grants, contracts, or simibur
arrangements, which involve
aistisusions in addition o the grantee
o pame contractor (such as a
comnacior with the grantce, or
wiheonteactor with the prime
contractor). In such instances, the
grantee OF Prime CORrACtor Femding
rexponsible o the Department tor
cufeguurding the rights and wettare ot
Lhuman subjects. Also, wlien
covperating institutions corduct some
ar all ot the research invalving some
or all of these subjects, each
cooperating institution shalt comply
with these regulations as though
reccived funds for its participation in
the project directly from the
Department, except that in complying
with these regulations institugions
muy use joint review, rehiarce npon
tae review of another quaiificd IRH,
o sunlar arrangements mmed o
svardance of dupiicaton of effort.

§ 46.115 JRB records.”

() An instiiution, or where
approprate an IRB, shall prepare and
pruntaic adequate documentation of
{RH activities, including the
following:

113 Copies of all research proposals
cevie wed, scientific evalduations, 1f
any, that accompany the proposals,
approved sample conseat documents,
progress reports suhmiticd by
inv sstipators, and reports of injuries
tu subjects.,

2y Minutes of IRD meetings which
it be in sufficient detsil to show
alznuance af the meetings, actions
taken by the IRB; the vote on these
qenons including the number of
rembers soting for, against, and
Jbataimng: the basis for requiring
chunges in or disapproving researchy
gind @ wrirten summary of the
Giscusston of controverted isanes and
theur resutution.

{3y Records of continuing review
acbivies.

Approved For Release 2001/03/07 :
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(4) Copues of all correspondence
between the TR and the
nvesingator

(5) A fist ol TRB memiders us
fequired by § 40 HERIBFIRY]

(6 Worten procedures for the (RD
as regired by § 346 103(beh,

(M Stutemens of signifwant new
Andps provided to subjocrs, a8
required by § 46 118X

tb) The records required by this
regulation siadl be retained for x
I=ast 3 years after completion of the
rescirch, and the records shadl be
gvcessshle Foay mspection ang copying
by autherized representatives of the
Departraent at rexsonable tmes and
tn a reasonable manner,

§ 46,116 .Génﬁﬂ'req_uh"mmm'

fur informed copsent..

Except as provided elsewhere in
this or other subparts, no iRvesugator
may involve 4 human being as
subject ta sescarch cuvered by these
repulations unless the invesiigator has
gbiained the legally effective
taformed consent ot the subject or the
subjecs’'s legally authorized
representative. An investigutor shall
seek such cansent only under
crcinstane]ds hat provude the
prospective sutnect or the
Feprosenbaive suilicient opportunity
o consider whether ar noi
participate and that punimize the
possibiiity et coeicion or undue
inthience The mbormation that s
given to che subjeet or the
represent deve shall be in language
understandable to e subject or the
represeniative. No intormed consent,
whether ural or ariten, may include
any exculpatory lunguage throuph
which the subyect or the
representitive v made 10 wanve or
appear to walve any of the subject’s
fepal righis or releases or appears to
release the nvestigator, the spunsor,
ihe nsotedon v s agents Liom
lamdity 1ar neghgence.

va) Basae ciements of informed
consent. Fxeopt as provided 1n
paragraoh (o) or () of this secton, in

.00788R001500160010-9

Fage 9

secking iformed consent the
following information shall be
provided to cach subject:
1) A statement that the study
involves research, an explanation of
the purposes of the research and the
expected duration of the subject’s
- partcipation, a description of the
 proccdures 1o be followed, and
4 identification of any procedures
. which are experimental;
oA description of any reasonably
foreseeable risks or discomforts 1o the
«Luhjcc:;
~{3) A description of any benefits 0
. the subject or 10 others which may
“reasonably he expected from the
Arescargh;
(4) A disclosure of appropriate
» wlternative procedures or courses of
weatment, o any, that might be
Cadvamageous to the subject;

{5 A statement describing the
exremt, if any, 10 which
contidentiality ut records identifying
the subject will be maintained;

16} For research involving more
than mirimal risk, an explanation as
~to whether any compensation and an

erplanation as to whether any
medicul treatmenis are available if
injury coeurs and, if so, what they
" consist of, or where further
information may be oblained.
{7) An explanation of whomto
contact for answers o peninent .
questions about the rescarch and
research subjects’ rights, and whom
to contaci in the eveat of a research-
related injuey to the subject; and
(%} A staternent that participation i3
voluatary, relusal o panticipate will
tnvolve no penalty or foss of benefits
to which the subject is otherwise
entitled, and the subject may
i discontinue participation @ any time

without penalty or loss of benefits o
Jwhich the subpect 15 otherwise
'cglillcd.

(b Additioratl ¢lements of
informed consent. When appropriate,
one or maore of the following elements
of infurmatton shall also be provided
ta each subject:

~

CIA-RDP96-00788R001 500160010-9
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2 (1) A statement that the particulas

’-Hr?-.umcm or procedure may involve
Lrisks fo the subject (or 1o the embryo
sor fetus, if the subject is or may

I become preguant) which are currently
si:nforeseeable;

w. {2) Anticipated gircumstances

; under which the subject’s

¢ [ atuicipaiion may be terminated by

¢ g1 investigator without regard o e
Esuhjcc(‘s consent,

¢ (3 Any additional costs 1o the
-subject that may result from
'}mmcipa:ion in the researci:

{4) The comsequences v a
ssubject’s decision to withdraw from
;ihe rescarch and procedures for
jorderly termination of participation
b the subject;

; {8} A statement that stgnificant

= new findings developed during the

i course of the research which may
arelate 10 the subject’s willinpness o
j.ontinue participation will be
tprovided o the subject; and

;u.s’ e

f oot The approximate nuriber of
wgubjects mvolved in the study

¢} An IRD Ay ApprovE: 4 COnathL
pmmdum wﬁ .ﬁﬂh &m&m\um‘hzdc. or
waich 'ntm.va,,wma: or all of. the
slememin u.f infosmad conszat set
forh atrave, of waive the requirement
w0 ubtan informed gonsent provided
e IRB finds and decuments that

{1} The research or dumonsiration
project s to be conducted by or
subject 10 the approval of state or
focal government officiads nnd 4
dewigned 10 study, evaluate, or
olerwise eaamine: (i) procrams
under the Social Secuaeity Act, or
otaer public benefly or service
nroggems; (i) procedures for
obtaining benefits or services vader
those programs, (i) possitle che
in or alternatives to thuse pwyd.ns
ur procedures; or (1v) possible

changes in methods ar levels of
payment for benefits or services under
those programs; and

(2) The research could nat
practicably be carried out without the

wiiver or alteration,

(d) An IRB oay approve & consant
procedure which docs;,xgpt_‘mglud:. or

5
BUs

e e BEECROS R R
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45 CFR 46

which aliees, sume or all of the

elements of informed consent set
forth abwve, or waive the
requireitents 1o obtun informed
consent provided the 1IRB [iads and
documents (hat:

(1) (he rescarch wnvolves no more
than mintmal 1sk W the subjects;

() The watver ur alierstion walt
not adversely affzet the nghts and
welfare vt the subjects,

{3) The research could not
practivably be carried out without the
warver o alterauon; and

t4) "Wheaever appropuiaie, th
subjects witl be provided with
adifiticinn petinent informasion after
participation

{e) The cnformed consent
requirerments in these repulations are
not inteaded to prpempt any
applicable federal, state, or focal laws
wineh requre additional information
to be ancicsed in order for informed
consent w be legally effective.

(N Nathung 1w these regulations i
intended 1o funig the authority of a
ahysican Lo provide cmergeney
ieadicud care, to the extent the
physicin s permitted to do so under
applacatle federad, stare, or focal fow

§ 46,117 Docwmentation of ¢
informed consent.

{ar Lxvept ws provided in
paragraph (¢) of this sectien,
infored cousent shall be
documralied by the ase of & writien
conseat b approved by the IRE
and stpned by the subject or the
subject’s lerally anthortzed
representative. & cupy shall be given
10 the persan signing the forp.

¢hi Excopt as provided in
parapraph {©) o this section, the
conuent Sorm ey be cither of the
followir

(1) Acwrniten consent docunent
that enowsties the clements of
rformed censent required by
§ 46,116 Thix form may be read to
the snbicet e the suhject’s legally
suthonved representative, but 1 any
vvent, ihe wmvestigator shall give
cither the subject or the represeniative

adequate opportunity to read it before
it is signed; or

(2) A **short form'" writien
consent document stating that the
clements of informed consent
required by § 46,116 have been
presented orally to the subject or the
subject’s legally authorized
representative, When this method is
used, there shall be a witness to the
oral presentation. Alse, the IRB shali
approve & writter summary of what is
to be said to the subject or the
tepresentative. Only the short form
itself is to be signed by the subject or
the representative. However, the
witness shall sign both the short form
and a copy of the summary, and the
person acteally obwining consent
shall sign a copy of the summary. A
copy of the summary shali be given to
the subject or thy representative, in
addition w a copy of the “‘short

furm. "’ .
) An IRB may waive the

iequireinent for the invesiigaior to
obtain a signed consent form for some
or all subjects if it finds either:

{1} That the only record linking the
subgect and the research would be the
consent dosvment and the principal
risk would be potential harm resulting
frum a breech of confidentiality. Each
subject will be asked whether the
subject wants documentation linking
the subject with the research, asd the
subject’s wishes will govern; or

{2) Thut the rescarch presents no
more than mininsal risk of hamm to
subjects and involves no procedures
fur which written consent is normatly

required outside of the research
voniext.

In cases where the documentation
requirement is waived, the [RB may

require the investigator to provide
subjects with 3 whitien statement
regarding the research.

§ 46.118  Appiications and
propesals lackiopg definite plang for
lnvolvement of human subjects.
Certain types of applications for
Brunts, cooperative agreements, of
contracts are subinitted to the
Department with the knowledps that
subjects may be involved within the

Approved For Release 2001/03/07 : CIA-RDP96-00788R001500160010-9
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periodd of funding, but definite plans
woudd not normally be set forth in the
application or proposal. These
snclude activities such as mstivtional
rype gramts {including bloc grants)
where selection of specific projecis is
ihe insbtution’s responsibifity;
rescarch training grants where the
wonivitios involving subjects resmain to
he sctected: and projects in which
humaa subjects’ involvement wif!
aepend vpon completion of
ssiruntents, prios animal stedies, or
furitication of compounds. These
applications need not be reviewed by
ar IRH before an award may be
made. However, except for research
descoribed in § 46.103(b), no human
subjects may be invoived in any
progect supponted by these awards
until the project has been teviewed
anst approved by the [RB. a» provided
e these regulations, and cert.ficanon
sabentted o the Department.,

§ 44 119 Resenrch undertuken
without the intention of fnvolving
human subjects.

I the event rescarch (conduated o
tunded by the Depariment) 15
umdertiken without the intention of
ivolviag human subjects, buy it s
Later proposed to use human subjects
iy it research, the research shall firs
be reviewed and approved by an IRD,
as provided 1n these regulations,
cerntication submittted 1o the
Dejartment, and fnal approval siven
We e proposed chanee by he
Prepariment

¥ 46120 Rvaluation and
aisposition of applications and
proporals,

{0 The Secretary will evaluae ali
aephwations and proposals invoising
Supan subjects submntted to the
Deparonest through such ofticers and
einplovees of the Department andd
sint experts and consultanis as the
Secrotary deternunes to be
appropriate This evalustion will take
inco conssderation the risks to the
subjects, the adeguacy of protecton
apanst these risks, the potential
bunetits of the proposed reseasch o

the subg oty and oihers, and the
unpocance of the knowledge 1o b
gaincd.

(b)Y Onothe basis of this evaluation,
the Seuretary may approve of
disapprove the applicanon or
proposal, or enter into negotiauons to
develop an approvible onz.

§ 96,121 Investigutional new drug
ov device Yday delay requirement.
When an instintion is required (o
prepare or 1o suhmit a certification
with an applicyion or proposal undey
these regulations, and the application
of propesal involves an
investigational new drug {within the
meaning of 21 UL8.C. 35350 or
IST(EM ar a signiticant risk device (as
defined i 21 CERGBI2. M), the
vistitation shall wdentify the drug or
device inahe certfication. The
mstitution shall slvo state whether the
M0-day tuterval seguired for
investignionad now deugs by 21 CFXY
IR B aad tor sigaficant rish
devices by M1 CER 312,30 has
elapsed. o whaetier the Food and
Lirug Adindsasiration By wansed that
ragquiremient 1 the Weday mtvovai
By exprica, the fnsteton shell stat.
wiether e Cond sod Drug
Administration bas requested hat the
sgansar voninue to withhobld o
festrics the wae of the drug or Jdevice
1t hugan wGhjecrs B the 30 Jday
rnters ab bas ot eapired, and o waiver
has not been recesved, the intitition
shall send o siatement o the
Pepartinent upoa expiration of the
e Pepartment will not
canstder 3 verilicston aecepiable
unnl the tastitason bas submted o
staretnent tial the W day interval has

fteryul

clapsed, aod e Foed and Drug
Adinmstaton Lie not reguested i to
loneg the vse of the dras of device, or
that the Prxxd ind Doy
Adntinisraiton s wanved the 3-day
snteryad

Y de. {22

Foederal o sdvnanistered by the

Use ot Federal Tunds,

Depastmiens aun nol be cypended tor
resvarcin oy olving an subjects

unless the reouterment of thewy

segulations, including alf subparts of
these regulations, have been sacisfied.

§ 46.123 Early termination of
resenrch funding: evaluation of
subseguent applications and
propusals,

{4} The Sccretary may require that
Department funding for any project
be terminated or suspended in the
manner prescribed in applicable
progrim requirements, when the
Secretary finds an institution has
materially tailed 1o comply with the
letmns of these regulations.

{b) In making decisions about
fending applications or proposals
covered by these regulations the
Secretary may take into account, in
addition to alf other eligibility
fequarements and program criteria,
factors such as whether the applicant
hus been subjet 1o o termination or
suspenston under puragriph (a) of this
section and whether the applicant or
the person who would dirset the
scientific and techieal aspects of an
activity hay ie the judgment of the
Secretary mutericlly failed to
discharge responsibility for the
protection of the nghts and welfare of
human subjects (whether ar not
Depattmient fuads were involved).

§ 46,124 Conditians,

With respect to any research
pruject or any class of research
projects the Secretary may impose
sdditional conditions prior 10 or at the
time of funding when in the
Secretury's judginent additjonal
conditions are necessary for the
protection of human subjects.

Subpart B--Additional Protectivns
Pertoioing 1o Hesearch
Deselopment, and Related

“Activities Involving Fetuses, '
Pregnant Women, and Human in
Vitro Fertilization®

NOURCH MRROYISNE Aug N, 197 43 FR

PS8 Jaruars §3, 397R, 43 FR
$18949, November Y, 197%

§ 46,200 Applicability,

G ihe repulinons dn s subpant
are apphueabde tooail Departraens of
Healde Faucation, and Wellgre

Approved For Release 2001/03/07 : CIA-RDP96-00788R001500160010-9
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© grants and contract supporting

research, development, and related
activities tnvolving: (13 The fetas 0 D)
pregnant women, and (3 human o
visrp ferulizaton,

¢b) Nothing mn this subpart shall be
construed as indicatiiy that
compliance with the procedures set
forth herein wall in any way render
wupplicable pertinent §tete or Jocal
Laws beanng upon activanes covered
hy this subpart,

{¢) The requirements of this
subpart are in addition to those
imposed under the other subparts of
this part,

§ 46.202 Purpose.

it is the purpose of this subpart i
pravide addittonal salepuards in
reviewing activities (o wiich tns
subpart is applicable 1o assure that
they conform to appropnate cthical
acdards and relate w important
sociglal needs.

3 46.203  Definitions.

As used in this subpart

{a) “'Secretary ' means rag
Secretary of Health, Educaton, and
Welfare and any other offcer or
cmployee of the Depantmernt of
fHealth, Education, and Welare
whom authority has been delegated.

thy “‘Pregnancy’’ encomipusses the
pertod of tme from confitmation uf
unplantation (through any of the
presumptive signs of pregrancy, such
as missed menses, or by a medically
accepiable pregnancy test), unui
expulsion or extraction ol the fetus.

{c) "Fetus" means the product of
conception from the time of
implantation (as evidenced by any of
the presumptive signs of pragaancy,
such as missed menses, or 4
medically sceeptable pregnancy tesh,
until 2 detegmination is made,
tajinwing explusion or extraction ol
the retus, that it is viable.

(J3 “"Viable'" as it pertains to the
terus means betag able, after either
spontaneous or induced Jdedivery, to
survive (given the benefit of available
moedicad therapy) to the point of
walependently maintaining heart

beat amd resparation The Secretary
nigy [rom UIne {0 ame, mking into
acconnt medival advances, pubtish in
the FEovrar R totsiel guide! ims
to asyvist o determiming whether
fetws is viable for purposes of xh,‘
sebpart. If o tetus oy viable after
dc'lh'crv Hisa prcmaturr infunt.

(e) “"MNanveable fetus™ awans a
fatus v wiere which, although living,
15 ot viable

{0 “Dead tetus™ means a fetus ex
wtero whiczh cxhibits neitaer
hearibeat, spuntaneous respiratory
svtivity, sponrtaneous movement of
voluntasy muscles, nor potsatien of
the umbnfical cord (if still avached).

() e viee fertiiization” means
any tertibieatiog of human ova which
ureurs outude the body of 4 female,
¢ither through admixture of donor
humian speom amd v or by any other
means,

§ 46,003 Hibical Advisory
Bosrds,

(a0} Cne or more Bhicad Advisory
Boards shull Go established by the
Secretary, Members of these board{s)
shall be soovelectad that the hoardis)
will be competant 1o Jeal with
medival, logal, social, ethical, and
related issues and may inctude, lor
example, cecarch scientises,
physicians, psy-hologists,
soctolomisty, educators, fuwyeres, and

ethicists, as well as representatives of

the pencecal public. No board member
may be a regulur, full time employee
of the Deparment of Healik,
LEdueaton, and Weltare,

() AL reguest of the Secretary,
the BEcucal Advisery Board sholl
repder wvice consistent wath the
policier and requtrements of this Pan
as 1o ethseal 1ssues, involving
activities coverad by this subparg,
rained by individuad applicatioas or
propasals  In addition, upoan request
by the Secretary, the Board shall
render sdvics as to classes of
apphmuum ar weoposals and general
policies, popdelines, and procedures,

{¢1 A Heud sy establish, with
the approval of the Sceretacy, classes
o spphuimens o proposals which;

(1} Must be submitted to the Board,
or {2) need not be submitied to the
Board. Where the Board so
establishes a class of applications or
proposals which must be subminted,
no application or proposal within the
class may be funded by the
Departnient or any component thereof
until the application or proposal has
been reviewed by the Board and the
Board has rendered advice as to i
acceplability from an ethical
standpont.

(d) No application or proposal
involving human in virro fentilization
may be funded by the Depariment or
any component thereof uatil the
application or proposal has been
reviewed by the Ethical Advisory
Board und the Board has readered
advice as to iy acceptability from an
ctiical standpuoint.

i 46.205 Additlonal duties of the
Institutional Review Hoards in
conaection with activities
invelvipg fetuses, pregnant
women, or human in vitro
fertilization,

(a) In addition o the
responstbilities presenbed for
fastitutional Review Boards under
Subpart A of this part, the applicant’s
or offeror’s Board shall, with respect
10 activities covered by this subpar,
carry out the following additiona!
suties:

(1) Determine that all aspects of
the activity meet the requirements of
this subgpart;

{2) Determine that adequate
consideration has been given (o the
manner in which potential subjects
will be selected, and adequate
provision has been made by the
applicant or offeror for moniworing
the actuul informed cowsent process
(e.g.. through such mechanisms,
when appropridgte. as panticipation by
the Instiutional Review Board or
subject advocates in: (1) Oversecing
the actual process by which
individual consen's required by this
subpart are secused either by
approving inducticn of each
wdividuat inte the activity os

Approved For Release 2001/03/07 : CIA-RDP96-00788R001500160010-9
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verifying, perhaps through sampling,

_taat ypproved procedures for
induction of tndividuals int the
activity are being followed, and (i
monitoring the progress of the
Jchivity and intervening as necessury
tirough such steps as visils 1o the
acuvity site and continuing evaluation
1o determine if any unanticipated
rishs have srisen);

{3y Carry out such other
respoasibilities as may be assigned by
the Secretary.

(b} No award may be issued unitil
the applicant or offeror has certitied
to the Secretary that the lastitutional
Review Board has made the
determinations required under
paragraph (a) of this section and the
Seccretary has approved these
detcrminations, as provided in
§ 36.120 of Subpart A of this par.

{c) Applicants or offerors secking
support for activities covered by tins
subpart must provide vor the
des:gnation of an (nstisutiona] Review
Bord. subgect to approval by the
Secretary, where no such Board has
meer established under Subpart A of
this part.

§ 46.206 General limitatlons,

() MO activity to which this
subpart is apphicable may be
endertaken unless:

r1y Appropriate studies on aainiids
e nonpregnant irdividuals have
heen completed:

12y Except where the purpose of
the acnivity is to mect the heaith
needy of the mother or the particudar
tetan, (he rish to the fetus s minimal
and i all cases, is the least possble
risk for achieving the objectives of
the acliviy.

(% Individuals engaged in the
actviny will bave po part in: (Y Any
dedistons as (o the timag, method,
and procedures wsed o rerminate the
prevnancy, and (i) determning the
vigatiny of the fetus at the
wrnanadon of the pregnancy. and

{41 No procedural changes which
iy cause greater than minimal risi
i the fetus or the pregnant wonvn
vt be mntroduced inio the procedure

Approved For Release 2001/03/07 :

for wrenmattne the pregnancy solely
in the paterest of the activiey.

th) Mo inducements, mopetary or
utherwise, may be offered to
terminale prermancs for pumoses of
the activity
(A FR 3P Ay 4, 10T amerrdod ot
A0 TR SIBIE Wov 6, 1978)

b 46,207 Activilies directed
toward pregnant wormen us
suhjecs.

(a} o preeniat woman may be
involved us o subject i an activity
covered by tus ubpan ueloss: ()
The purpose of the acuvity 1s 1o meel
the health needs of the mother and the
fetus will be placed at risk only o the
MINBNLM @Xient necessary to meet
such nects, or (1) the risk to the fetus
b aninimal, V.

(b} An scavity peomitted under
paragraph (4! of this section may be
conducted crdy if the mother and
futher are legally competent and have
piven therr wdonmed consent atier
having Feen tully antormed regarding
oossibile Impact 09 the fetus, excemt
ithat the futher’s informed consent
need not be secured i (1) The
purpose of the achiviey 1s to meet the
health necds of the maother; (2) his
identity or vhereabouts cunno
reasonably be aseentamed; (3) he is
1ot reasonahly availuble: or (4) the
pregnancy resulred from rape.

§ 46,204 Asctivities directed
toward fotuses In utere as
subjeots,

C) MO Bl g arro miay be
tvolved as . subjeut i any activity
vovered by iy subpart undess: ()
The purpose of the senvity 1% to meet
the healidy secds of the particuhar fetus
and die ferns il e placed at nisk
only o dhe s eadent necessary
to mect suche ceeda, of (2Y the risk o
the feprs cnnosed by the rescarch s
minumual and the papose of the
actvity 15 thy development of
important bresedical bnowledype

which canner be uriained by other
QIR

(MY An actev iy pormited winder
paragraph () of v section may he
condacted cnbs o the mother ol

father are legally competent and have
given theiv informed consent, except
that the futher's consent need not be
secured if: (1) His identity or
whereabouts cannot regsonably be
ascertained, (2) he is not reasonabiy
available, or (3) the pregnancy
resulted from rape.

§ 456,109 Activities directed
towsrd fetuses ex uiero,
inctuding nonviable fetuses, as
subjects.
fa) Uatil it has been ascertained

whether or not a fotus ex utero is

viable, a frtus ex utero may not be
involved as a subject in an activity
cavered by this subpart unless:

(1) There will be no added risk 1o
the fetus resuliing from the activity,
and the purpose of the aciivity is the
development of imporiant biomedical
knowledpe which cannot be obtained
by wiher means, or

{2) The purpose of the activity is to
enhance the possibility of survival of
the particular fetuy 10 the point of
viability.

() No nonviable fetus may be
involved as a subject in an activity
vyrered by thus subpart unless:

{13 Vit functions of the Tetus will
not be artiticially maintained,

{2} Experimnental activities which
of themselves would terminate the
heaitheat or respiration of the fetus
will oot be emploved, and

{3} The purpose of the activity is
the deveiopineai of important
biomedical knowledge which cunnot
he ubtained by other means.

{c) In the event the fetus ex uiero
is found to be viable, it may be
included as a subject in the acrivity
only to the extent permitted by and in
accondance with the requirements of
other subparts of this pan.

) An activity permitted under
paravraph (a2 or (b) of this section
may be conducted only if the mother
and tather are legally competent and
have piven their informed consent,
croept that the father's informed
consent need not be secured it (1) his
idenury or whereahouts cannog
rexnonably be ascertained, (23 he 15

CIA-RDP96-00788R001 500160010-9
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al} prisoners and immune {rom

', arhitzagy inteevention by prison
- authurites or prisoners. Unless the

principal investigator provides w the
Board justification in writing for
follawiag saome other procedures,
control subjects must be sclected
randomiy from the group of wvailable
prisoners who meet the characteristcs
necded for that particular research
prigect:

'8y The informaiion is presenred i
tarpuage which is understandabie to
the subject population;

{6} Adcqnatc assurance exists thit
pargle bemﬁa,m!l nod feka ikto,
account & prisones’s pmtcbpworn n
the rescarch in making decisions
regarding parole, and each prisoner i3
clearty informed in advance that
parsipation in the rescarch will have
na effect on his or her pavole; and

(7) Where the Board finds there
nie, be a nerd for (ollow-up
exzmmation ot care of participans
atfer the end of ther pactigipaaon,
adequate provision has been punde 1or
sucll examinsiion of vare, akiug inw
avroart the varying lengths of
indavidgial POsOners’ senences, aud
tog ntorming p.;artichan(s af this fact.

b)Y The Board shall carry out such
otaer dutigs as may be assigned by
the Secietary.

ro) The insiwution shatl certfy o
e Secretary, wosuch form and
manner as the Secretary may reguine,
th 2t e dunes of the Board under this
secuion have been fulfilled.

48,306 Permbited resenrch

involving pritoacrs,.

to) Harnedical or behavioral
senenrth conducted ar supported by
DHEWY may tavalve prisoners as
suhreats only ifd

1V The insiitution responsible for
the.conduct of the research has
cernfied to the Secretary that the
tnwtetonal Review Hoard has
approved the sescarch under § 46 308
of 1ty subpart; and

) in the judgment of the

Secretary the proposed research
invoives solely the following:

(A) Sedy of the possible causes,
effects, and processes of
incarceraton, and of crintinal
behavior, provided that the study
presents nu snore than minimal risk
and no more than inconvenence o
the subjects;

(B) Study of prisons as instiutional
struciures of af prisoners as
incarcerated persons, provided that
the study piesents no more than
autimal nsk and ae more than
inconvemence t the subjects:

(C) Rexewrch on conditions
particularly atfecting prisoners as
class (for example, vaccine trials and
vther research on hepatiis which is
much more prevalent in prisoas than
elsewhere: and research on social and
psvchological proshems such as
atcobolisny, drug addiction and sexuad
wasauln) provided thad the study may
proceed only aner the Secretary has
consulted wih appropeiate expersts
tcfuding experts m penvlony
medicine and ethies, and publiabed
in the roesa! REGsneg
of his et i pprove such research,

alive,

i

1) Researen an prisees, both
irnavative and accepted, which have
the intemt and ceesanable probabstity
el impraving the heaith or well-
betng of the <ubece Lo cases in
which those studizy reguire the
ANSHERMCHE OF PIINORCES (1 # Mannet
conmisient with pratocels approved by
the IR w vonttnd groups whick inay
not hepefit from the research, the
study may procecd anly alier the
Seereary has consabted with
appropriate sxpeit, ecfoding experts
in penalogy medicae and ethites, wnd
publobed negee, mothe FEpriag
Ror ST r, of (s tent to appross such
rescatch

(i Bxeept ss provided o
parderaph (a) or thes gection,
Biomcdw or dehaviond research
vonducted o seppened by DHEW
shatl novtmvotie privoners as
subjects,

Subgart D—Additional Protections
foe Chlldren Involved as Subjocty ly
Resewrch,

Source: 48 FR $81R, March 8, 1982

B48.401 To what do thesn
regulations apgly?

(a) This subpen applies to all
research involving children as
subjects, conducted or supported by
the Department of Health and
Human Services.

(1) Tius inclades resesrch
conducted by Depariment
cmployees, except thet esch head of
an Opernting Division of the
Piepartment may adopt such
nonsubstantive, provedural
modifications ay may be appropriate
from an administrative standpeint.

(2} It also inclndes rescarch
conducted or supporied by the

epartmment of Health and Human
Servicey outside the United States,
but in appropriste circumstances, the
Secrelary may, under paragraph (¢}
of §46.101 of Subpart A, waive the
appheability of some or all of the
requirements of these regulations for
reseaceh of this type,

(b} Exemptions (1}, {2}, (5) and (6)
as listed in Subpert A at §46.101(b)
are applicable to this subpart,
Fremption (4), rescarch involving
the cbservation of public behavior,
tisted at §46.1Q1(%), is applicable 1o
this subpart where the investigator(s)
docs not participate in the activities
being observed, Exemption (3),
research invelviag survey or
interview procedures, listed gt
§46.104(b) does aot apply to research
covered by this subpart.

(¢} The exceptions, additions, and
provisions for waiver as they appear
in parageaphs (o) through {i) of
§46.101 of Subpart A arc spplicable
t> this subpart.

$46.402 Definitions,

The definitions in $46.102 of
Subpart A shall be applicable to this
subpart as well. Ia addition, as used
iy this subparc
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"« (2) “Children” sre persons who
v . .
+ . ‘hawve not atiained the fegal age for

consent to treatments or provedures
involved in the research, vuder the
applicable law of the jursdiction in
which the research will be
conducted.

b) “Assent” means a chidd's
affirmanve agreement (o participate
in sesearch, Mere failure 1o object
should not, absent affirmative
agreemend, be construed as assent,

(cY “Permicgion” mesns the
agreement of pareat(s) or guardian (o
the participation of thew child or
ward in research.

{d) *Parent™ means a child's
miological or adoptive parent.

{£} “Guardian’ means an
individual who is authorized under
applicable state or local law to
consent on behalf of & chilid g0
penerst medical care.

§45.403 IRD duties,

In addition 10 other respansibilitios
sssigtied to IR1s vnder dus pary,
cach IR shall review rescarch
covered by this subpart aed approve
onty research which satsslies the
conditions of all applicable scotom
of this subpari,

45,404 Research pok iavolsiag
greater than misimsl risk,

HIS will conduct or fund
research in which the IRB (inds that
no preater than mimnal risk 1o
children is presented, only if the IRD
finds that adequate provisians ure
made for soliciting the assent of the
children and the permission of their
parents or guardisns, as set forth in
§ 46.306.

§46,405% Rescuredh tavolving greater
e minkmal risk but presentlug the
prospect of direct benefit to ihe
{ndividual aublects,

HHS will conduct or fund
resesrch in which the IRB Gnds thas
waore than minimal fisk to children is
presented by an intervention or
procedure that holds out the
prospect of direct benetit for the
in:lividual subject, or by &
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monionng proceduce that is likely 1o
contribute to the subject’s well-being
oaly if the IR finds that:

() The risk w justilied by the
anticipated benefit 1o the subjects;

M The celution of the anticipated
benetis 1o the risk i5 at feast as
favorable to the subjects as that
presented by available alternative
approaches; and

{C¥ Adevguate provisions ave made
for saliciting the assent of the
children and perniission of their
parenis or guardians, as sct forth m
& 4ty 208,

H46.406 Rescarch involving greater
than minimet risk and no prospect of
dlzegt benefit o8 ihdividusl subjects,
but tikely to vield generalizable
knowledge about the subject’s disorder
ur coudition,

ks will conduct og fund
reseacel i whach the IREB nds that
more thas mimmal risk 1o ciiddreas
preseaied by an miorvenuon oy
procedute that Joos a0t hold out the
orospect of diredt henefit for dhe
individual salyect, or by a
monioneg prestdure which is oot
ikely 10 contbate to the well-being
of the subjret, only if the IR H finds
that

{a) The cisk represents a minor
werease over minimal risk;

(b} The mtervention or procedure
presents saporiences 1o subjects that
are reasonably commensurate with
those inherent in their actual or
eapected medical, dental,
myehologieal, suctal, or educational
sitaalions:

{¢) The intervention or procedure
i bkely to yield gencralizable
knowledpe about the subjects’
disorder or conduinn which is of
vital impostance for the
understanding or amchoration of the
subjocts’ disorder or condition; and

{d) Adeguaie provisions are made
for soliciting assent of the children
and perenssion of their pareats or
guardians, as set forth tn § 40,408,
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§ 46,4807 Resesarch sot otherwise
approvable whick presents sn
cpportonity to understaad, prevest, or
slleviate @ seqicus problem affecting
the health or welfare of childeen,

HHS will conduct or fund
research that the IRB doex not
believe meeta the requirements of -
§§ 46.404, 46,408, or 46.406 only if:

(8} The IR B finds that the research
presents o reasonable opportunity to
further the understanding,
prevention, or alleviation of a serious
prablem aflzcting the health or
wellure of children; and

{b) The Secretary, after
consultation with a pancl of experts
in pertinent disciplines (for example:
science, medicine, education, ethics,
faw) and following opportunity for
public revicw and comment, has
determined either: (1) That the
rescarch in facy satisfies the
conditions of §§ 46.404, 46.408, or
40.408, as applicable, or (2) the
following:

{1} The rescarch prescnts a
reasonable opporunity o fusther the
understanding, prevention, or
alieviation of a serious problem
aifecting the health or welfare of
chiidren;

{n} The resesrch will be conducted
in avcordance with sound ethical
principles;

{iii) Adequate provisions arc made
for soliciting the assent of children
and the permission of their parents or
guardians, as set forth in § 46.408.

§ 46,408 Roquirements for
perinisgion by parents o guardiang
anid for assent by children,

{a) In addition ta the
determinations required under other
applicable scctions of this subpart,
the IRB shall determine that
adequate provisions sre made {or
solictting the assent of the children,
when in the judgment of the IRD the
children are capable of providing
assent. In determining whether
children are capable of assenting, the
IR shall take into account the ages,;
maturity, and paychotogical state of
the children involved. This judgment
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