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HUMAN 
SUBJECTS 

~ubparl A-Bpsi(" HilS fobcy ior 
j»1:Dte~tio,n ,,2f ~1,Jhl~m]test.rch 
.~bjt'cts 
" 

Se.: , 
46 101 To wh.1I dOlhcse rC'gul~lIons appl)'? 
46.102 Definitions. 
46.103 Assurances 

46 104 Seclion n='erved 
46.105 SCClwn reserved. 
46. 106 Seclion reserved. 
46 107 IRB membership. 
46.108 IRO fun.:tions ind opcr~lIon;,. 
46 109 IRB review of research. 
46.110 Eapedited review procrduru for 

cerlain kinds of research invvlvinj1. no 
more Ihln minimal risk. and for minor 
chan !In in approved re~earch. 

46 III Crlterta for IRS ;appro" .. 1 of 
re_earch, 

4fJ.ll~ Review b) Instllullon, 
40.113 Su.pen'lOn or tcrminatllHl uf IRS 

approval of re,ear.:h. 
46.114 Cooperallve resear~'h, 
4!J.11~ IRB records. 
4tl 116 General rC'-luirement~ fot informed 

consent. 
46. I t7 nocumenl;ation of informed 

consent. 
46,1111 Applicalion. and proposals lacking 

derinlle plans for involvemenl of human 
subjects. 

46.119 Reselr..:h undenaken without the 
inten"tln of Involving human subjects, 

46, 120 Evalu,allon and dilposition of 
applicalions and proposah, 

46, 121 Investl~IClonal new dru8 or dewice 
30·dl:- delay requirement. 

4b.122 Usc of federal funds, 
4/).123 Early termination of restarch 

fUlldln,; evaluation of ~ub5eQuent 
arpllcallon~ and proposals, 

4f> I ~4 Conditions, 

Subpart B-Additional Protections 
Pertaining to Research, 
Devtlopmcn&, and Related 
Adi.-lales 10\'01vln2 "'duses, 
Pregnant Women, and Human 
In Vitro Fertilization 

Sec. 
46.201 Applicahility. 
46 202 PlItpoSC. 
46,203 Ocfinitions. 
4b,204 Ethical Advisory Boards, 
46 205 Addillonal dU\I(" of the InulIution.1 

Rcvil:w Boardi In conneCliol'l ",jlh 

... i ~ :' \ : ~ .. . : .• :: ~ L' 

4b.2ot Grncral limit.,,,,,,, 

40.':J~ A4:lI'-llIt> d.,t-clt(! trnlro iH~ p:r;!f.oior.t 

women .~ ~uh)ects. 
"I).~vo .... ,IIVllles dinclfJ "''''ard frllHO Iii 

utero u subjerlS. 
46,209 Al:'tivilies directed towud fetuses c~ 

!Hem. including nor.Vlahle ItILl~es, a, 

,ubJ'~c" . 
46,210 Activillcs involvinv the dead fetus. 

fClal mUICrll1. or the placenla. 
46,211 Modification or wliver of specific 

requirements, 

Subpart C-Additional PI·ole('lions 
Pertaining to Biomt"dical and 
Beha\'inr~1 Research Inl,'olt'ing 
Prisoners as Subjects 

46,)01 ApplicabililY. 
46,302 Purpose. 
46. )03 DcfinitionK. 
46.304 Composition of Inslitutional Review 

BOBrds where prilOOncrs are involved. 
46.30S Additional duties of the Institullonal 

Review Buards where prisuncr~ arc 
involved, 

46,30b Permllled IClivities involVing 

prisoners, 

Subpart D-Additional Protections 
for Children Inyol,ed as Subjecta 'n 
Research 

Sec. 
46.401 To what do these regulations apply? 
46.402 DefinitionL 
46.403 IRB duties. 

46.404 Research nOI involving greater than 
minimal risk. 

46,405 Research involving grealer Ihan 
minimal risk bUI presenting Ihe prospect 
of direct benefit to the individual subjectL 

46,406 Research involving greater than 
mininlaJ ri&k and no prospect of direct 
benefil to individlAlJ lubjects, but likcly to 

yield lIeneraJizable knowledge about the 
subject" disordu or condition. 

46.407 Research nOI otherwise approvable 
which preseots an opponunity 10 

understand, prcvent, or alleviate I serious 
problem affecting the health or welfare: of 
children. 

46.408 Requirc:rRelus for permiSiion by 
parent' or guardiam and for uscnl by 
children. 

46.409 Wards, 

Authority: ~ U.S C 301. sec. 474(al, 88 

S:;;; 1'.2 (42 t'.S,C ;;891-J(~/I 

45 CFR 46 

: ~:.p ... rl A--lbsic lias l'vllC) for 
rroi~ction or Human Rt'snrch 
.t; .. hir"ct~ 

~'\!l"Ce: 46 FR Ulf" January 26. 198\, 4i1 r~ 
nbS" Much 4, 1911l. 

I 46.101 To what do th~se 
rt'l;uialiom; .pply? 

(8) Ex.cept as provided in 
paragraph (b) of this section, this 
subpart applies to all research 
involvin~ human subjects conducted 
by Ihe Department of Health and 
Human Services or funded in whole 
or In pari by a Departmenl grant, 
contraCI. cooperative agreement or 
fellowship, 

( I) This ir~cludes research 
conducted by Depanment employees, 
except each Principal Operating 
Componenl head may adopt such 
nonsub!ilantivc:. procedural 
modifications as may be appropriate 
from an administrative slandpotnl. 

(2) It also includes research 
conducted or funded by the 
Department of Health and Human 
Services outside the United Stales. 
but in appropriate circumstances. the 
Secretary may. under paragraph (e) of 
this section waive the applicability of 
some or all of the requirements of 
lhese regulations for research of this 
type. 

(b) Research activities in which lhe 
only involvement of human subjects 
will be in one or more of the 
following 1alegories are ex.empt from 
these ~regulalions unless the research 
is covered by other subparts of this 
part: 

( I) Research conducted in 
established or commonly accepted 
educational settings, involving 
normal educ.::ational practices, such as 
(i) research on regular and special 
education instructional strategies, or 
(ii) research on (he effecrivencss of or 
the comparison among instructional 
techniques. curricula. or classroom 
management methods. 

(2) Research involving the use of 
educational tests (cognitive. 
dt:l;nostic, aptitude. achievement), if 
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I~ J l"\'orded 10 ,,,u~'h a rnannc:~ thaI 

,uhJ<.:cts C1On,)( hI.' identified. dirt:ctJy 
Ilr -lhr0ugh I,'enlifins linkeJ to IL. 

suhJects, 
(3) I{escardl inv(,lving surveyor 

jntt:rview procedure~, ex..:ept where 
e1lr of lhe follO\~ ing conditiol1s CXI\t: 
Ii) re!>ponses are recorded in such a 
manner that the human sUbjects ..:an 
be identified, directly or through 
identifiers linked to the subjl.'ct~, (ii) 

Ihe ~ubject's responses, if t~ey 
tn". Jme known outside the research, 
CI)uld reasonably place the subject at 
r"~ t'( criminal or ..:ivil liability or be ' 
darn .. !!ing to the subject's financial 
~tanding or employability. and (iii) 
the research deals with sensitive 
aspects of the subject's own behavior, 
such as illegal conduct, drug use. 
:,e~ L1al behavior. or u~e of alcohol. 
All research involving surveyor 
interview procedures IS exempt, 
withoUI exception, when the 
rcspondenls are elected or appointed 
public officials or candidates for 
puolle office. 

(4) Research involving Ihe 
ob~a\'ation (including obsenaliun by 
part i1,:ipants) of publ ic behavior, 
except where all of Ihe follow ing 
l'onditil)J1s exi~t: Ii) opservalions arc 
recorded in such a manner Ihal the 
human suhjects can be identified, 
Jin:ctly or through identifiers linked 
to the subjects, (ii) the ohservalinns 
n:curded about the individual. if they 
ht~came known outside the researdl. 
could reasonably place the subject al 
risk of niminal Of civil liahility or be 
darna~lOg to the subject's financial 
standing or employability, and (iii) 
the resean:h deals with sensitive 
a~pe .. :ts of the subject's own behavior 
~uch ii' illegal conducl. drug Use, 
snual hchu\-jor, or use of alcohol. 

(5) Research involving the 
col kerion or siudy of existing data. 
documents, records, pathological 
\pccimens, or diagnoslic specimens, 
if fht."se sources are publicly availabk 
OJ if the inforrn;Jlion is rt'corucd hy 
Ihl' IOvC\tJgall)r in such a manncr thul 

or thrpu)!h Identlfitr~ Ilrlk!.'ll tl' !h~' 

SU:lJcCh. 

(6) Unic-ss 5pec:ficnlly reqllircd by 
st~(tute (r,Il"; ... ;..,:: q.[ ill the exlt:lll 

spccified in paragraph (i», research 
and demonstration project!; which 

approval of the Department of 
Health and Human Services. and 
which are designed to study. 
evaluate, or otherwise examine: 0) 
programs under the Social Security 
Act, or other public benetit or 
servJce programs; (ii) procedures for 
obtaining benefits or services under 
those programs; (iii) possible changes 
in or alternatives to Ihose programs 
or procedures; or (iv) possible 
changes in methods or levels of 
payment for benefits or services 
und{"r th'_)s~ ~rograms. 

(c) The Secretary has final 
authority to delermine whether a 
particular al'llvity is covered by these 
regulations. 

(d) The Secretary mJY requir~ that 
specific research aClivities or classes 
of research activities conducrcd or 
funded by the Department, but not 
otherwise covered by these 
regulations, comply with some or all 
of thesereguJations. 

(e) The. Secretary may also waive 
applicability of these regulations to 
specific research activities or classes 
of research activities, otherwise 
covered by these regulations. Notices 
of these actions will be published in 
the Federal Register as they occur. 

CO No individual may receive 
Department funding for research 
~overed by these regUlations unless 
the individual is affiliated with or 
sponsored by an institution which 
assumes responsibility for the 
research under an assurancc',:uisfying 
the requirements of this part, or the 
individual makes other arrang(.'menls 
with the Department. 

(!!) Compliance with these 
n:gLJlation~ will in no W:.l)' remkr 
in:lpp!it';.lnic: per::n~nl feJ"r:,1, ,1:1[1:, 
Of IOC1I h1W\ or reg,J!alions, 

rt'[" I qipn~ conla!n .. a sepilrate 
\(";. !~:.ii del." rd1!r:~"1 te' \':h:!! rhe suhparl 
JPpIIC\. Rc~c3.rch which is covered 
by nil)::: thJn one sybp.HI shall 
~'or;;pi) WILli ~ii applicable subparts. 

(i) If. following review of 
:,r;"I:'{·)( ...... d ~e~~.lrch a.;;ti-",·iti-e3. ~llai .. ale 

exempt from these regulalions under 
paragraph (bX6), the Secretary 
determines that a research or 
demonstrlltion project presents <l 

dangc:r to the physical. mental, or 
emotional well-being of a particIpant 
or subject of the research or 
demOrl!.lratlon project, then federal 
funds may not be expended for such 
a project without the written. 
informed consent of each participant 
or subject. 

§ 46.102 Dennitions, 
(a) "Secretary" means the 

St'crerary of Heallh and Human 
Services and any other offi..:er or 
employee of the Dc:partmenr of 
Heallh and Human Services to whom 
authority has been delegated. 

(b) "Department" or "HHS" 
means the Deparlmenl of Health and 
Human Services. 

w;~qlic 
" ':"finc'u n g 

.g.t;iWl~AIid. <dhifile.udd. 
(d) "Legally authorized 

representative" means an individual 
or judicial or other body authorized 
under applicable law to consent on 
behalf of a prospe~tive subject to the 
subjecl's participation in the 
procedure(s) involved in the research. 

(e) OfRc5Clrch'~ means a 
systematic investigation designed to 
develop or contribute to generalizable 
knowJt-dge. Activities which meet 
this definiCion constllule "research" 
for purposes of these regulations. 
whether or not they are supported or 
funded under a program which is 
considered research for other 
purposes. For eumple, some 
"demunstralion" and "service" 
programs may incluue research 
activities. 
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(f) "Hurta~ ~uhje::t" m~:l11\ a 
!" "'t' InJ:\IJu~; Jt>{ll!i wtv'n. an 

~~I, ... :,::t..1kH \tit..,-.. tHcr i)i-....:t ~\l0n.f! Itt 

~(Udenl) ':ollducling rc.,can:h obtains 
(. I) <J,I!a IlJrlH!gh i!,tt'''(r.!i,~:o or 

interacllon \4 1\11 tht' individual. or (2) 
ilh':OIi:I::bk i'ri\ulc inf,lrmalioll. 
"Intervention j' includes both 
physical pr\lccdures oy which dala ;Ire 

ilnd rnanipulalion~ of the subject or 
the ~ubjecl's environment thai are 
performed f?r research purposes. 
"Interaction" include~ 

communication or inlerpersonal 
contact between investigator and 
subject. ~'Private information" 
includes informalion about behaVIOr 
thaI occurs in a cOnlext in which an 
individual can reasonably cl(pect that 
no observation or recording is taking 
place. and information which has 
been provided for specific purposes 
bj an individual and which the 
indl .... idual can reasonably expect will 
nol he mad I.' public (for c:w.ampk. a 
lIledica! re.:orJ). Private informalion 
rnu~t he individually identifiable 
(i.e .• the identity of the subjeL'1 is or 
lIlay readily be ascertained by the 
investigator or associated with Ihe 
information) in order for obtaining 
Ihe information to con!ltitute research 
involving human subjects, 

.~g~~::!:===h.e 
GIQ~Maty.5"1J!.· 
~~"iHi1f!i'i&&6M"WHY· 
&:lUJlJmWI.ClUft ditty fffmtibfflfg~ 

~.d~~tq~t:,Jmm:m::PllpmBi"Ol' 
.tIm£.Jiiii(\4!!t, '~~~SlS. 

(h) "Ccrtification}' means the 
official notification by the institulion 
to the Department in accordance with 
the requirements of this part that a 
research project or activity involving 
human subjects has been reviewed 
and appl'oved by the: t,,*whral 
• .. p' 7* •• • • dance 

~.- C 'f' ., .~ h-~ ..... : ( ertl lCatlon IS requlreu w en 
the research is funded by the 
[)epartment and not otherwise exempt 
in accordance with § 46.lOl(b»). 

~ 4L. H ~ t\'.!.lI .. ftrlC'e:. 

(a) I-a,h in 'f'-.iri,'n erq'<lf'l'': in 

.1.." •• IJ. 'I" "., ~' .' :-:. r·;~· ... :";l,l.l~tll:l~ 

shill! provide .... rillen a~\lIrJrll'(, 
":II"f~~I"('Iry ~'.' r~:!' Secrl."!~~: ~ ~L~~[ :l 
wilt n.mply With the re411ir~mcnh ~l'! 

fOliil Iii t~ll~\: regllialions. 
lb) -file Oepartment ~ill conduct or 

fund research covered by these 

an assurance approved as prOVided in 
this section. and only if the institution 
has certified 10 the Secretary that the 
research has been ft.'viewed and 
approved hy an IRB provided for in 
the assurance. and will be subject to 
continuing review by the IRB. This 

"assurance shall at 8 minimum include: 
( I) A stalement of principles 

govermng lhe institution in the 
discharge of ils responsibil ities for 
protecting the rights and welfare of 
human 5ubjt:'cts of research conducted 
at or sponsored by the in"tituiion. 
regardless of source of funding, This 
may include an appropriate- existing 
code. declaration. or statement of 
ethical prindplcs. or a stalement 
formulated by the institution itself. 
This requirement does not preempt 
provisions of these regulations 
appli(;ab/e to Department-funded 
research and is not applicable to any 
research in an exempt category listed 
in § 46.101. 

(2) Designation of one or more 
IRBsestablished in accordance with 
the requirements of this subpart. and 
for which provisions are made for 
meeting spal:e :md sufficier.t staff to 
suppon (he IRS's review and 
recordkeeping duties, 

(3) A list of the IRB members 
identified by name; earned degrees; 
representative capacity; indications of 
.experience such as board 
certifications, licenses, etc., 
sufficient to describe each member's 
chief anticipated contributions to IRB 
deliberations; and any employment or 
other relationship between each 
member and the institution; for 
example: full-time employee. parr
lime employee, member of f~ovcrnin~ 
panel or board. stodholder, paid or 

uq'~ it! con<l'!!;lI.: rh""j""" ir, Ik Fl 
1 ! II~ 1'1 j }(" r" h I r \)1;' II h r f (~ ~ ... { ,!" 7 ~~ j r n r ~; ,,' 

: ,; ~ 1.1 ) . 

(4) W,illcn rr\"cdv,,'~ ...... hich In!: 
fJ!D \' in fo:!uv. (:; fpf c~~n~ft;~·ttnG it:; 

Initial ilnd continuinr n:vlr'w nf 
re~earch and lor rtpui ilrl)' its fi:lJing~ 
and aclloni> to the lnvc:,ugator and the 
institution: (ii) for determinmg which 
pr\.·'j~·:"::" rC~:J;r"" iC\ i~ \Jt. r, .. ~ic \.·frt. .• 

than annually and which projects 
need verification trom S"Ufces other 
than the investigators that no material 
changl'~ have occurred SIOCC previous 
fRS review; (iii) for insuring prompt 
reporting to the iRB of propm.t!d 
changes in a research activity. and for 
insuring that changes in approved 
research. during the period for which 
IRS approval has already been given, 
may not be initiated without IRB 
review and approval excepl where 
necessary 10 eliminate apparent 
immediate haz~lrds 10 the subject: and 
(iv) for insuring prompt reporting to 
the IRS and to the Secretary I of 
ummlicipated problems involving 
risb to subjects or otht!rs, 

(c) The assurance shall be e~ecuted 
by an individual authorized to act for 
the institution and to assume on 
bellal f of the institution the 
obligations imposed by these 
regulations. and shall be filed in such 
form and manner as the Secretary 
may prescribe. 

Cd) The Secretary will evaluate all 
assurances submitted in accordance 
with these regulations through such 
officers and employees of the 
Depanment and such e~pens or 
consultants engaged for this purpose 
as the Secretary determines to be 
appropriate, The Secretary's 
evaluation. will take into 
consideration the adequacy of the 
proposed IRB in light of the 
anticipated scope of the institution's 
research activities and the types of 
subject popUlations likely to be 

I Reports should be filed wilh Ihe Office 
for Prolection from Research Risks, NllioDit 
tn.tilUlU of Health. Ocpanmcr.1 of Hulill 
and Homan Se!'\'~ces. B~:h~'d~, MH)'Jand 
2020~ 
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rC\ lew pro..:edlJre~ in light of [hc 
I'robahlt' ri~b. and the Silt' Jnd 
l:0mplcxity of th~ Institution, 

(t') On the hdSi~ of this evall!:J!i\)fi. 
til..: S\:,uctary mai' approve or 
di~approve the assurance. or enter 
into! nc' y,)liatit1ns to dt'vclop :In 

<illprln ahle one, Th(~ Sel:rClary may, 
li:lIi[ the period during which any 
particular approved assuran<:e or class 
of approved aSl>urances shall remain 
eifective or otherwise condition or 
restrict approval. 

(0 Within 60 days after the dale of 
submis·;ion to HHS of an applil:Jlion 
or proposal. an institution with an 
approved assurance covering the 
proposed research shall certify that 
the application or proposal has been 
reviewed and approved by the IRS. 
Other inltlltutions shall certit y that the 
appl ication or proposal has been 
approved by the JRB within 30 days 
after receipt of a request for such a 
certification from the Department. If 
the certification is not submilted 
within these time limits, the 
application or proposal may be 
returned Co the institution. 

§ 46.104 [Reknedl 

~ 46.105 [Resened] 

§ 46.106 [Reserved) 

f 46.107 fRB membership. 

(a) Each JRB shall have at least 
five members. with varying 
background!. to pro mete complete and 
a.dequate review of research activities 
commonly conducted by the 
institution. The IRB shall be 
sufficientl), Qualified. through the 
experience and expeniac of its 
members, and the divenily of the 
members' back~rounds iocluding 
consideration of the racial and 
cultural backgrounds of members and 
sensitivity to such issues as 
community altitudes. to promote 
respect for ils advice and counsel in 
safeguarding the rights and welfare of 
hum;}n suhjel:I~, In addilion to 

po~~e!>~ipi: the rroft',~tl>rl;!' 
CC(Li'~ !t'fll'l' rJL"~ c .... ~;·,r) i.· rl··'·~(\~· 

specific research activlli:.::;. the IRS 
shall n!' ~hk If' :"('ert:~::l tll:: 

a~'o;:eplabillty 01 proposed ft'scarch in 
termlt of 1n\,tllullOnal Cl)mnlllment5 

and regulallons. applicable law. and 
standards of professional conduct and 
pra.::i,;;, Tht. lRB ~hitll llll:n:forc 
include perHHls knowledgeable in 
these areas. If an IRS regularly 
reviews research that involves a 
vulnerable category of subjects. 
including but not lImited to subjects 
covered by other subparts of this pan. 
the IRS shall include OUl" or more 
individuals who are primarily 
concerned with the welfare of these 
subjects, 

(b) No fRO may consist entirely of 
men or entirely of ""omen , or entirely 
of members of one profession, 

(c) Each IRB shall include ill lci:llil 

one member whose primary concerns 
are in non~Jentific areas; for 
example; lawyers, ethicists, members 
of the clergy. 

(d) Each IRS shall include at least 

one _member .Who is ,not otherwise . 
affiliated with 'he institution and who 
is not pan of the immediate family of 
a person who is affiliated with the 
institution. 

(e) No IRB may have a member 
participating in the IRB's initial or 
continuing review of any project in 
which the member hilS a connicting 
interest, except to provide 
information re4uested by the IRB. 

(t) An IRB rna)', in its discretion, 
invite individuals with competence in 
special areas to assist in the review of 
complex issues which require 
expertise beyond or in addilion to that 
available on the IRB. These 
individuals may not vole with the 
IRB. 

§ 46.108 IRB runctions and 
operailons. 

In ordc:r to fulfill the requirements 
of these regulations each IRO shall: 

(a) Follow written procedures a~ 
provided in § 46,IOJ(b)(4), 

(hI Fx('cr: v,'h~r. <iiI r)"i't.,.:.t~u 

re' lew pr,)(cdure i~ u\rd t,!>cc 

§ 4fJ,llO), review propo!Ocd re!;.c<trch 
ill I;unvencu meetl[,gs at whict: a 

miljnri!y of the memher~ of the IRS 
:m' prescnt. including al leasl one 
member whose primary concerns are 
in nonscientific areas, In order for the 
rc!>earch 10 be approved. it shall 
receive the approval of a majority of 
those members present at the 
meeting, 

(c) De responsible for reporrir.g In 

the appropriate institutional offici,lls 
and the Secretary I any serious or 
continuing noncompliantc by 
investigators with the requirements 
and determinations of the IRB, 

f 46.109 IRB review or research. 
(a) An IRB shall review and have 

authority to approve, require 
modifications in (to secure approval), 
or disllpprove all research a..:tivities 
covered by these regulations, 

(b) An JRO shall require that 
information given to subjC4:tIi OLIO piln . 

. of infonned CORsent is iR accordance 
with § 46.116, The IRB may require 
tha~ information. in addition to that 
specifically mentioned in § 46.116, 
be given to Ihe subjects when in the 
IRB 's judgment the information 
would meaningfully add to the 
protection of the rights and welfare of 
subjects, 

(c) An IRB shall require , 
documentalion of informed consent or 
may waive documentation in 
accordance with § 46,117, 

Cd) An IRS shall notify _ , 
investigators and the institution in I 

writini of its deci!iionlO approve or 
disapprove.the proposed research 
activity, or of modifications required 
to secure IRB approval of the 
research activity. If the IRS decides 
to disapprove a research acti"ity, it 
shall include in its written notification 

I Repons should be tiled with the Office 
for Protecliun from Research Ri~ks. NatIOnal 
inslilules 01 Healrh, Dcpanmenl of Health 
ami Human ,',en'lce>. tlelhe!da, Muyland 
2(}]()~ 
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a ~IJtcmc~t of the rellSon' f~ it:; 
{iI!Cl~JOfl ,nd ~I\'C f~lC in' r .. llg:(Or ar 

(ll~;")n,:nl\.' III r":'pu!.J If, ~cr~Oil \)f III 

I h' h hine becn ;pnl" .... eJ (5; infonncu cnn~('nt will bt 
pr\lplv:;a !\ '"' Ie ... : , ,...; ... - l -:-d:-' lJ~;~f;'.-4 ,_ 

wriling. 
(c) An IRB ~h;:!! conduct 

conlim:ing review o! tt~arch covered 
hy lhese regulations al intcn'~ls 
appropriate to Ihe degree of nsk. hut 
not less than once per year. and shall 
!'oi·'c itUltl\iiil)' lu ut)~CI"C UI have- a 

third pan)' obscn'e the consent 
process and the research, 

146.110 Expedited re~it" 
proc~durts for c~rtain kinds or 
research involving bO more than 
minima' risk, and for min'llJr 
changes in approved restarc~. 

(a) The Secretary has estaibhshcd. 
and published in the Fedtral 
Rtg;sur, a list of catego~s of 
ies.earch lhat may be reViewed by the 
IRO through an expedited rc:view 
pro~edure, The lis' will be ."m~IlJeJ. 
a~ appropriale. through periodiC 
r~publicaljon in the Federal 
Register. 

(b) An IRB may review some or all 
of the research appearing on the list 
through an expedited review 
procedure. if the research involves no 
more than minimal risk. The IRB may 
also usc the expedited review . 
procedure to review minor cban8~S 1O 

previously approved research ~urlng 
the period for which approval IS 

authorized. Under an expedited 
review procedure, the review may be 
carried out by the IRB chairperson or 
by one or more experienced reviewers 
designated by the chairperson from 
among members of the IRB. In 
reviewing the research. the reviewers 
may exercise al/ of the authorities of 
the IRS except that the reviewers may 
nol disapprove the research. A 
research activity may be dis8Prproved 
only after review in accordance wilh 
the non-expedited procedure set forth 
in § 46.108(b), 

(c) Each IRS which uses an 
expediled review procedure shall 
adopt a melhod for keeping all 
members advised of research 

. d ""r,re,!, ... tl". \ ,r _. __ ~._ ~ .•. , untfrr II l" rnJo\.'(' urc '. 

(d) 1 ilc ~n.:rC:ldf: llIay rt ',(1 1\1. "'·,·uroilnce wilL. and [(0 llic e.l(lcnt 
suspend, or terminate an ill~litu!lOn's rr-quired by § 46.117. 
or IRIl \ US" of the cxpcJ;;, d r(.i(." (G) Where dpplOpriale, lile rtloc;);-ch 
-- t ct plan makes 'ldeq.lIl1!e provision for prl'cedure when nece!>sary In pro c 
Ihe rights \)f welliHe of suhJects. monitoring che data collected to 

§46.1l! ('ritnia for IR R 
approvu) of research. 

(a) In order to appro~·c research 
covered by these regulations the IRB 
shall determine thaI all of the 
following requirements are satisfied: 

(!) Risks to subjects are 
minimiz.ed: (i) By using procedures 
which arc consistent with sound 
research design and which do not 
unnecessarily eXPQse subjects to risk. 
and (ii) whenever appropriate. by 
using procedures already being 
performed on the subjects for 
diagnostic or treatment purposes. , 

(2) Risks to subjects are reasonable 
in relation to anticipated benefits. if 
al'Y. to subjects, and the imponance 
of the knowledge: that may reasonably 
be expected to result. In evaluating 
risks and benefits. the IRS shou Id . 
consider onl)'. thoSe riSks.s:nd benefits 
that m;lY result from the research (~s 
distinguished from risks and be~eflts 
of therapies subjects would receive 
even if not participating in the 
research). The IRS should not 
consider possible long·.range effects 
of applying knowledge gained in the 
research (for example. the possible 
effects of the research on public 
policy) as among those research risks 
that fall within the purview of its 
responsibility. 

(3) Selection of subjects is 
equitable.· In making lhis assessment 
the IRS should take into account the 
purPoses of lhe research and lh~ 
scltirig in which the research Will be 
conducted. 

(4) Infonned consent will be 
sought from elch prospective subject 
or lhe subject's legally authorized 
representative, in accordance with, 
and to the extent required by 
§46.116. 

insure the nfety of SUbjects. 
(7) Where appropriale, chere ltn: 

adequate provi SI(\':lS to protect the 
privacy of ,,-,bjecls 'and to maintain 
lbe confidel'l~iahty of dala. 

(b) Where some or all of the 
subjects are likely to be vuloerablc to 
coercion or undue influence. such as 
persons with acute or severe physical 
or mental illness. or persons who are 
economically or educationally . 
disadvantaged. aprropriatc Jc!~itiona( 
safeguards have been included in the 
study 10 protecl the rights and welfare 
of the~e subjects. 

I 46. i 1l Review by Institutiun. 
Research c:overed by these 

regulations that has been approved by 
an IRB may be subject to funher 
appropriate review and approval or 
disapproval by officials of the 
institution. However. those officials 
may not approve the research if it has 
not 'been approved by an IRS. 

t 46.113 Suspensiun or 
t~rminotJon or IRB approval or 
r~search. 

An IRS shall have a.u~~.~t1:;to ~ 
suspend or te~e approval of 
'research- that is nor. being conducted 
in accordance wilh the IRB's 
requirements or that has been 
associated with unexpected serious 
harm to subjects. Any suspension or 
termination of approval shall include 
• statement of the reasons for the 

,),IoJRB 'J.u~.and JbaJlbe Rported 
prompilyto the investigator, -
appropriate institutional officials, and 
the Secretary. I 

I Repoftl .hoold be filed with the Omee 
for Protection from Research Risks. National 
Institutes of Health. Depanment of Health 
and Human SC'fVtCes. Bethesda, Maryland 
2020~. 
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t, 4ft.l 14 COOpt-OJ tivf' rl's'~:lrdl. , 
C(',]prr;,[iv(" rt'~~Jrd, prpf(·ct·. ;IfC 

:lli.>'( p'\)Jeu~. n,)[\j"IlI) ~\lr;lOnni 

rhr,)ugh grant!>. contracts, or simIlar 

::;;~r'i=cmcr,t.;. ',,\',idi in>lIht 
in~ritutions in addition to th..: grantee 
or pnme ~'onlrJC[or (such J\ J 

cOnlraClor with the granlee, or a 
subconlrOictur with the prime 
,-"nlllraClIlri in such instance::.. lh, 
grail lee or prime contractor remains 
re~ponsible to the Department for 
safeguardiilg the rights and welfare of 
hlJmiln subjects, Also, when 
('oopera!!~~ institutions conduct some 
or all III the research involving some 
or all cf !hl!se subjects. each 
cooperating institution shall comply 
wi!h these regulations a~ though il 
recei\'ed funds for its participation in 
the project directly from the 
Department, except that in complying 
wirh Inc!.C regulations in!\titu,ions 
ma~ use .ioint review. reliance upon 
the review of another qualifil~d IRB. 
ur simil<!.- arrangements aimed at 
avoidance of duplicallon of effort. 

f 46.115 JRB rec'or1ls.'-
(a) An instilUtion, or where 

appropriate an IRB, shall prepare and 
maintain adequate documentation of 
IRS activities. including the 
following: 

( I) Copies of all research proposals 
reviewed, scientific evaluations. if 
any. that accompany the proposals, 
approved sample consent documents, 
progress reports submitted by 
investigators, and reports of injuries 
to subjects. 

(2) Minules of IRB meetings which 
shall be in sufficient detail to show 
attendance al the meetings; actions 
takcn by the IRB; the vote on these 
actions including the number of 
mcrnhers voting for, against. and 
abstaining; the basis for requiring 
changes in or disapproving research; 
and a written summary of the 
discussion of controverted issues and 
their resolution, 

(3) Records of continuing rcview 
:ldi·.ities. 

(4) ('n;,/(", (If "II c(vT(·';r()nd('r.~-l' 

hct\\~;·p !r~ fPl~ ;,nJ the 

Ln"C'~tlgalt'r.' 

(5) A list of IIW members as 

1':4uirL:J by ~ .40 iiJ.'(b)(.il. 
(6) Wrillcil pmcedurcs for thc IRB 

as r('qllir~d by * 46, 103(h)(4), 

(7) Statements of significant new 
finding~ provided to subjccl\. as 
reqUired by § 46, 116(b)(5). 

(b) Ttle records required by this 
regulation shall be retained for at 
leasl 3 years after completion of thc 
research. and the records sha" be 
accessible for inspection and copying 
by authorized representatives of the 
Department at reasonahle times and 
in a reasonable manner. 

f 46.116 General requirements 
ror informed consent. 

Except as provided elsewhere in 
this or other subparts. no investigator 
may involve a human being as a 
subject in research covered by these 
regulations unless the investigator has 

~t:::l"IUy"efrecl'i"¥t'" 
.~~~t···riillle 
@bJeiS,'slcgiUy ~U~ 

j.alive. An investigator shall 
seek such consenl only under 
circumstances that provide the 
prospective subject or the 
representative sufficient opportunity. 
to consider whether or not to 
participate and thai minimize the 
possibility of coercion or undue 
influence. The information that is 
given to [he subject or the 

representative $h~L~ .. in language 
understandable JO. ~~ .. 5ubject or the 
represcnt3tivc.,,~~.~f~rmed consent, 
whether oral or. wrlucn. may include 
any exculpatory language through 
which the subject or the , 
representative is made to waive or 
appear to waive any of the subject's 
legal rights. or releases or appears to 
release the investigator, the sponsor, 
the institution or its agents from 
liability for negligence. 

(a) Basic elements of informed 
consent. Except as provided in 
paragraph (c) or (d) of this section, in 

~r," ~ Hlf informed con;;.cnl thr 

proVided to each subJecr: 
,I ;>:, (n A statement thaI the ~Illdy 

invol ves rcsc3h.ll. an c).planalion of 
the purposes of the res:.'":~~d1 and the 

• expectc:d duration of the subject's 
, participation. a description of the 
~ procedures 10 be follow('o, and 

~ identification of any procedures 
~ which are experimental: 

.. i .. A description of any reasonahly 
"foreseeable risks or discomforts to the 
.., subject; 
; . .,." A description of any benefits to 

.1 the subjeci or t? others which may 
'reasonably be exp,:ctcd from the 

~res~A'h; 
. if4rA disclosure uf approprintc 

~ alternative procedures or courses of 
. treatment, jf any, th::t might be 
; advantageous to the subject; 
'~A statement describing the 

'extenl, if any, to which 
confidentiality of record~ identifying 
the subject will be maintained; 

, tif/It For research involving more 
than minimal risk, an explanation as 

· to whether any compensation and an PJ A 
, explanation as to whether any 

medical treatments are available if 
injury occurs and. if 50, whal they 

• consist of, or where further 
in~.o alion nlay be obtained: 
.,fIIr An explanation of whom to r 

~onlact for answers 10 pertinent 
" questions about the research and 
:research subjects' rights, and whom 
to contact in the event of a research
'related injury to the subject; and 
, I/IIf A statement that panicipation is 
. voluntary, refusal to participate will 
involve no penalty or loss of benefits 

,to which the subject is otherwise 
· entitled, and the subject may 
i discontinue panicipation at any time 

without penalty or loss of benefits to 
, which the subject is otherwise 
entitled. 
, (b) Additional elements of 

informed consent, When appropriate. 
one or more of the following elements 
of information shall also be provide<J 
to each subject: 

Approved For Release 2003/09/10 : CIA-RDP96-00789R003000020002-5 



Release 2003/09/10 : CIA-RDP96-00789R003000020002-5 4$ eFR46 

• ,1 

\ ,. 
III ,1\ I' ",,' 

r' 

-: I-:'~. !>ViTae \r ,11 of l~e 

,',i !\1;(lI"~'~J Cl':',Vr,r ~"'[ 

,','OV{', or wai\'c the 

ilirr'l~ to obtain informcd 
-' !'IIlV ideo the IRB (Iuds and 

- .~111~ that: 
f h~ rescarc:h involvcs no more 

,nlllilllal risk to the subjects; 
'I lie waiver or alteration will 
'(hdy alice! the nghts and 

.:C III the subjects; 
, Tht research could not 
.'i1hly be carried out without the 
d 01 alteration; and 

, Whr-never appropriate. the 
',!', will be provided with 
."Hili pertinent information after 
.:ipillion, 

The infonned consent 
(, .remcnts in these regulations are 

t, 1-' :lItended to preempt any 
,- -, ",;abll' federal, state, or local laws 
~~'.' ,; rt!quire additional information 
.. ~. di~c1osed in order for informed 
, .' - lit II) be legally effective. 

NUlhing in these regulations is 
(.J!:'J 10 limit the authority of a 

,,01 • .:iilll to provide emergency 
1''':1 .L'.al ellre, 10 the extent the 
fflr' i .,lcl.n is permitted to do so under 
tlli I, ,cable federal, sCale, or local law. 
1\f'/ ' l'" J., Documentation or: 
I ,1 (,lMd consent. 
ht' • .'lE:\cept as provided in 

{:- j,rtlph (c) of Ihis section, 
tlitl' ':s,.flIed consenl shall be 

I " , 
III ~menlC'd by the usc of a wntten 
\1 .. , ,"nl form approved by the IRB 
I ,.Ii' ~.igllt'd by the subject or the 
.. oJ .• l:l 'Ii legally authorized 
, •• f l,lLcrIIluive,* .!fiiifihi~i\(a 
" ,'II.-rmnJi,mnmUtifin . 
"'~ as provided in 

t~;f:rllph (c) of this section, the 
11

,1
1 ,(;111 form may be either of the 

\;>,U; wiJ\~; iI"N i A wr~lten consent document 
\ I ;:mbodles the elements of ' 

Ih1! :iPc:d consent required by 
\\\Idl ~6, This form may be read to 
~ ; JlbJt'ct or the subject's legally 
III )'1,,·1 . b . '" /,.:r.,u representative, ut In any 
".d' J, tht- investigator shall give 

-,' I Iht' 'whjecl or the represt'ntative 

adequatt opp-.:>rtur.lty to rod it bcf.)ce 

(2) A:,.'sjlon form" wrinen 
consent document stating thaI the 
clcmem~ of informed consent 
r~iuired by f 46.116 bue beer 
presented orally to the subjecl or th~ 
subject's legally autborized 
representative. When this method is 
used, there shall be a wltnen to the 
oral presentation, Also, the IRS shall 
approve a written summary of what is 
to be said to the subject or the 
representative. Only the shon form 
itself is 10 be signed by the subject or 
the representative. However, the 
witness shall sign both the 'short form 
and a copy of the .'Immary, and the 
person actually oouuning consent 
shall sign a copy of the summary. A 
copy of the summary shall be given 10 

the subject or the representalive, in 
addition to a copy of the . 'short 
folJ!l. .. 

"~""X""n"",-ftIJt!nB""-"'m""iC-y""w""a"i-ve~' -:'Wtre'"e' 

~nf1orffie*lnvestiglio"o 
~gft'ac'Onse'nl rorin lOrane 
W'rmwe!utltfilidS eliJilr: 

(1) That the only record linking the 
subject and the research would be the 
consent document and the principal 
risk would be potential harm resulting 
from a breach of confidential ity. Each 
subject will be asked whether the 
subject wants documentation linking 
the subject with the research, and the 

'5 wishes will 

where the documentation 
~""'lI"'''ITI''nt is waived, the IRB may 
require the invesligator to provide 
subjects with a wrinen statement 
regarding the research. 

f 46.118 Applications and 
proposals lacking definite plans for 
In't'olnment of human subjects. 

Certain types of applications (or 
grants, cooperative agreements. or 
contracts are submitted to the 
Department with Ihe knowledge that 
subject!. may be involved within the 
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~tJt·lld.llln or proposal. These 
Indude activities stich a~ institutional 
'-' J" i.:lo.lllI~ (Including bloc grants) 
v. !t{:rl! ~.::Iecllon of spc:cific projects is 
Ill. mSlllUtion's responsibility; 
rC'~C'arch Iraining grants where the 
"c(lvitie~ involvill!! subjects femiliiJ to 
I.,' 'C Iceled; and proJec!!> in which 
human subjecls' involvcmcni wiii 
depend upon completion of 
in~lruments. prior animal studies. ,}r 
purificatiun of compounds. These 
applications need nor be rt'vl!~w~d by 
i:ln IHB beiore an award may be 
!!laue However. except for rC5c;:u.:h 
dl'scribed in § 46.lOl(b), no human 
subjects may be Involved in any 
project supported by these awards 
until the project has been reviewed 
and approved by the IRS. as provided 
in these regulations. and certific:uion 
:'IJhrnllted to the Department .. 

§ 4(,. J ] 9 Rtstan~h undertnken 
without the intention of involving 
human suhjects. 

In the event research (conducted or 
funded by the Department) is 
undertaken without the intention of 
involving human subjects, but it is 
later proposed to use human subjects 
in the research. the research shall first 
be reviewed and approved by an IRB. 
as provided in these regulations. a 
certification submJlted to the 
Department. and final approval given 
tn Ihe proposed change by the 
Der:lftml!nt. 

§ 46.120 Euluation and 
disposition of applications and 
proposals. 

(al The Secretary will evaluate all 
applications and proposals involving 
human subjects submitted to the 
Dcpanmem through such officers and 
employees of the Department and 
~1J\:h ex pens and consultants as the 
Secretary determines to be 
a[lpropriall'. This evaluation will take 
into consideration the risks 10 the 
~ub "'~-I\, the adcqll:l('Y of protection 
J~.!I[I\t tht'~e rt~b. the pmential 
bl'r'. ... "': ir'.) df the prt,)po~.!d rc.'carch r~l 

the ~llhJtL!' anJ otllt:r~. and t~~e 

In~r\,,:;~q'l_ I', t;,~ t rll)~ Icdrr 1'._.' t, ... 
gained. 

(h) Ou lite bDsi~ of Ihi~ ('v;;I\I<Jti')f1. 
the Secrc:tary ma), approve or 
disapprove (he applil:alion or 
proposal. or enter inlo negotiations 10 

develop an approv~bk one_ 

t 46.121 Investigational new drug 
or device JO..d.ay delay rtquirement. 

When an institution is required to 
prepare or to submit a certification 
with an application or propo~al under 
these regulation~. and the appl ication 
or proposal involves an 
investigational new drug (within the 
meaning of 21 U.S.c. 3550) or 
357(d» or a significant risk device (as 
defined in 21 CFR 812.3(m». the 
institution shall identify the drug or 
device in the certification. The 
institution shall also state whether the 
30-day interval required for 
investigational new drugs by 21 CFR 
312,l(a) and for significanl risk 
devices by 21 CFR 812.30 has 
elapsed. or whether the Food and 
Drug Administration has waived that 
requirement. If the 30-day interval 
has expired. the institution shall state 
whether the Food and Drug 
Administration has requested that the 
sponsor continue to withhold or 
restrict the use of the drug or dev ice 
in human subjects. If the 30-day 
interval has not expired. and a waiver 
has not been received. the institution 
shall send a statement to the 
Department upon expiration of the 
interval. The Department will not 
consider a certification acceptable 
until the institution has submitted a 
statement that the 30-day interval has 
elapsed. and the Food and Drug 
Adminislration has not requested it to 
limit the use of the drug or device. or 
that the Food and Drug 
Adfllinistration has waived the 30-day 
interval, 

§ 46. J 22 Use of Federal funds. 
Federal funds administered 0\' the 

Dt:parlment ma} nut be t"J(renu~tl f,)r 
research involVing human suojects 
unle~s Ihe rcqulremcnf llf thc\t: 

rn~L:aIJlms. illcJIld1n: :.1i ~U! !1::"'- .J 

[I.,·,~ ret!u;lIliul'~. hcvc k(:n ~atIS:lcJ. 

§ 46.12.3 Early ltrminalion of 
r~s('l\,.ch funding; cntluation or 
subsequent upplica,jons and 
proposal~. 

(a) The Secretary may require that 
Department fundin!' for ;'IlY I'r0J-:cl 
be. terminated or suspended in the 
manner prescribed in applicable 
program requirements. when the 
Secretary finds an institution has 
materially failed to comply with the 
terms of these regulations. 

(b) In making decisions ahou! 
funding applications or proposab 
covered by these regulations the 
Secretary may take into account. in 
addition to all other eligibility 
requirements and program criteria. 
factors such as whether the applicant 
has been subject to a termination or 
suspen!>ion under paragraph (3) of this 
section and whether the applicant or 
the person who would direct the 
scientific and technical aspects of an 
activity has in the judgment of the 
Secretary materially failed to 
discharge responsibility for the 
protection of the rights and welfare of 
human subjects (whether or not 
Department funds were involved). 

§ 46.124 Conditions. 
With respect to any research 

project or any class of research 
projects the Secretary may impose 
additional conditions prior to Of at the 
time of funding when in rhe 
Secretary's judgment additional 
conditions are necessary for the 
protection of human subjects. 

Subpart B-Additional Protections 
Pertaining to Research 
Development. and Related 

··'A'ttlvltl.!~ Tn !:oivhig Fduses,;' 
Prelnan' .Women, and Human In 
Vitro FertflizaUon' 

SOURCE: 40 FR HS28. Au~. II. 1975, 4:l FR 
1758, JJnuary II, 19711.4.1 FR 
.51.5.59, Novemher 3. 19711 

§ 46.20 J Applicability. 
(.t) Thl! regulations in this .. ubp~rt 

are arrllL"ahk~ to all Department .)f 
Ileal!h. Education. :lnd Wl'lhr,' 
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'11 IIlnc w tlnlt". lakin):! Inw 
fiifdil.'al ach ilI1Ct'~, rUhl i\h ill 

• ';fRA" R I:GI~l ER 1!uiJc!ine\ 
, in dctcrrnin;n~ -whelhcr a 

, \Iaolc for purposes of this 
'!' If a fetus is viable after 

", it is II pr:'ma!llrr iflfall! 

Nonviable fetus" means a 
,I utero \!r'hich, although living, 
viable, 
Dead fetus" means a fetus ex 

'''h ich c"hibits neither 
" at. spontaneous respiratory 
\ . spontaneous movement of 
if) muscles, nor pulsation of 
bilical cord (if still allached), 
III vitro fertilization" means 

'"Iilization of human ova which 
outside the body of a female, 

'hrough admi"ture of donor 
spem, and ova or by any other 

: "4 "Ethical Advisory' 
8\1,., '.' 
SL, 'lie or more Ethical Advisory 
sh .. - shall be established by the 
wiH'\ "~"?)'. Members of these board(s) 
m;;..:' • so selected that the board(s) 
rehL, ": (ompetent 10 deal with 
C:\<i, "~ i. legal. social. ethical, and 
ph;, : J ;ssues and may include, for 
SO\'I,' \\\I~, research scientists, 
cuu"" il'!}s, psychologists, 
the ,\,~ :::';:i5ts, educators, lawyers, and 
ma) '\\ -'. as well as representatives of 
.of ttl" ,'!ral public, No board member 
Edt. " a regular, full-time employee 

(t~. \ ','partment of Health. 
the ~ \ .11. and Welfare. 
renJ" " the requesl of Ihe Secretary, 
9011" . ' ': al Advisory Board shall 
AlS h.~ '. " 'uvice consistent wilh the 
.iK'1I ~. "~ and requirements of this Part 
A'.lli~.:,:> I. 'cal issues, involving 

-,\ 

prQr .... ~.:, ," l'overed by this subpart, 
bj t~ \~ \ individ~~1 applications or 
(mOl; , .:,.." In addition, upon request 
"Wh" \ ~~cretary, [he Board shall 
po.tll ... ,. 'vice as to classes of 

f..;, ";, ' llns or proposals and general 
"",r' 1 _. r~lideline5. ~\nd procedures. 

_.'ard may establi~h, with 
;\! or Ihe S~'crelary, c1assC's 
'tHIS or proposal:; whi.;:h: 

-----------
( I \ t. L;q hc su' 'nllllcd to the hoard . 
or (2) net:d nOI bl.': !lubmitted to the 
B.,;>rJ W\J{"re Ihe Boare so 
eMabllshes II c1us of applicallons or 
propo~als which rnu!;t be submiucd. 
no application Of proposal within the 
class may be funded by the 
~p:![(men~ or any component thereuf 
until the application or proposal has 
been reviewed by the Board and Ihe 
Board has rendered advice as to ill 
acceptability from an ethical 
standpoint, 

(d) No application or proposal 
involving human i" vitro fertilization 
may be funded by the Department or 
any component thereof until the 
application or proposal has been 
reviewed by the Ethical Advisory 
Board and the Board has rendered 
advice as to its acceptability from an 
ethical standpoint. 

I 46.205 AddldouJ duties 01 the 
InJdtutlOuriterie.:BOerds In 
connection with activities 
Involving retu5et, pregnant 
women, or human 'n vitro 
rertilizadoa. 
(a) In addition to the 

responsibilities prescribed for 
Institutional Review Boards under 
Subpart A of this part, the appliCalll'S 
or offeror's Board shall. with respect 
10 activities covered by this subpart, 
carry out the following additional 
duties:' 

( I) Determine that all aspects of 
the activity meet the requirements of 
this subpart: 

(2) Determine that adequate 
consideration has been given to the 
manner in which potential subjects 
will be selected. and adequate 
provision has been made by the 
applicant or offeror for monitoring 
the actual informed consent process 
(e,g., through such mechanisms, 
when appropriate, as participation by 
the Institutional Review Board or 
subject advocates in: (i) Overseeing 
the actual process by which 
individual consents required by this 
subpart are ~ecured either by 
approving induction of each 
ilidivillual into lilt" activlly or 
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• lilJ~.:uv;: vf ili\.i!",iJuai~ in!() ~he 

ad;vu:. are beiny j(\Ho",ed, ;lrld (ii) 

mOl1ihHing the pwgress 01 Ill·: 
iICl!V!ly 2nd in!er.'Crllfl!-, as n\:ce~~ary 

throu)!h ~uch stt:r~ as vj,iSs 10 the 
aCHviry site and continuing evaluation 
10 d~lerminc if any urlJ~nlicip:;lted 
flS~' have ariM:ni; 

(3) Carry out such other 
responsibilities as may be assigned by 
the Secretary. 

(b) No award may be issued until 
the appli,-anl or offeror has cc~rtified 
to the Secretary that the Institutional 
Review Board has ma.:.!e the 
delenninations required under 
paragraph (a) of this section and the 
Secretary has approved these 
detenninations, as provided ill 
§ 46.120 of Subpart A of this part. 

(c) Applicants or offerors seeking 
support for activitie~ covered by this 
slIbp;lrI must provide for Ule 

dl"signation of an InstitutiOnal Re.'iew 
Board, subject to approval by the 
S~cretary, ""here no such Board has 
been established under Subpal1 A of 
Ihis parI. 

I 46.206 General IimUatlon.~. 
(a) No activity to which this 

subpart is applicable may be 
undertaken unless: 

( I) Appropriate studies on animals 
;tnd nonpregnant individuals have 
been compit:ted; 

(2) Except where the purpose of 
the activity is to meet the health 
needs of the mother or the particular 
fetus. the ri!>k to the fetus is minimal 
and. in all cases. is the least possible 
risk for achieving the objectives of 
the activity. 

(3) Individuals engaged in the 
activity will have no part in: (i) Any 
decisions as to the timing. mdhoJ. 
and procedures u~eJ to terminate the 
pregnancy. and (ii) determining the 
viability of the fetus at the 
termination of the pregnancy; and 

(4) No procedural changes whic.h 
may cause r.reater !·l~n minimal risi.: 
to the fetus or the pregnant wonliin 
"III "r introduced inlo Ihl:' precrdure 

L!r lermll)JIIP'! th·~ pi(""rf]anC~ ~\1:~!\ 

ill the illi." (If Ihl" .".[1\ it· .. 
,b) No inducements, monetary or 

othcrwis(. may bl offclt""u to 
terminate prep-naflcy for purp<Jse~ of 
the activity 

140 FR 33528. Aug. 8. 1975. a.~ amended al 

4() FR :'116311. No\,. 6, 197,5) 

~ 46.207 .\c!!~':!ies directed 
loward pr~n!!~! women as 
subjects. 
(a) No pregnant woman may be 

involved as a subicn in an activity 
covered by this slit,parl unless: (I) 
Th~ purpose of the activity is to meet 
the heallh lIt~cJ~ of the mother and the 
fetus will be placed at risk only 10 the 
mininlum eXlent necessary to meet 
such needs. or (2) the risk to the fetus 
is minimal. 

(b) An ac'ivi,~ ~.ermiued under 
paragraph (a) of [his section may be 
conducteci t\nly if the mother and 
father are legally competent and have 
given their miormed consent after 
having been fully informed regarding 
possible impact on the fetus. except 
tnat the father's infonned consent 
need not be secured if: (I) The 
purpose of the activity is to meet the 
health needs of the mother; (2) his 
identity or whereabouts cannot 
reasonahly be ascertained; (3) he is 
not reasonably available: or (4) the 
pregnancy resulted from rape. 

§ 46.208 Activities directed 
toward retu~~ In utero as 
subjects. 
(a) No fetus in utero may be 

involved as a subject in any activity 
covered by this subpart unless: (I) 
The purpose of the activity is to meet 
the health needs of the particular fetus 
and the fetus will be placed al risk 
only to the minimum extent necessary 
to meet such needs. or (2) the risk to 
the fetus imposed by the research is 
minimal and the purpose of the 
activity is the development of 
impo[tanl biomedical knowledge 
which cannot be obtained by other 
means. 

(t.) An activity permitted under 
paragraph (a) of this st:ction may be 
C,;iiJelclcd only if the Ilwthcr and 

f..;thn art: Icrally C,Jrnpelefil anu h,l\ t 

i':1 Cl. :Il( if WLJfIlI,d (.('a~'rl!. Cheep! 

that the lather's consent need nni be 
~('cur{'d If' (I) Hi" iden!ity or 

whereabouts cannot rea~onahl; be 
il~'..,:riatncd. (2) he is not reasonably 
available. or (3) [he pregnancy 
resulted from rape. 

t 46.209 Activities directed 
toward retuses u utero, 
including nonviable fetuses, IS 

!'Iubjects. 
(a) Until it has been ascertained 

whether or nol a fetus ex utero is 
viable. OJ fetus ex utero may not be 
involved as a subject in an activity 
covered by this subpan unless: 

(I) There will be no added risk to 
the fetus resulting from the activity, 
and the purpose of the activity is the 
development of important biomedical 
knowledge which cannot be obtained 
by other means. or 

(2) The purpose of the activity is to 
enhance the possibility of survival of 
the particular fetus to the point of 
viability. 

(b) No nOO\'iable fetus may be 
involved as a subject in an aClivity 
covered by this subpart unless: 

(I) Vital functions of the fetus will 
not be artificially maintained, 

(2) Experimental activities which 
of themselves would terminate the 
heartbeat or respiration of the fetus 
will not be employed. and 

(3) The purpose of the activity is 
the development of important 
biomedical knowledge which cannot 
be obtained by other means. 

(c) In the event the fetus ex utero 
is found to be viable. it may be 
included as a subject in the activity 
only to the extenl permitted by and in 
accordance with the requirements of 
other subparts of this pan. 

(d) An activity permitted under 
paragraph (a) or (b) of this section 
may be conducted only if the mother 
and father are legally competent and 
have given their informed consent. 
except that the father's informed 
consent need not be secured if: (I) his 
identity or whereabouts cannot 
reasonably he a~cer1alncd, (2) he is 
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nn! rt"3'wnahly ;lvlIilal:;lt', or (~\ t!lC 

prq'nancy :c.t;!trli fr(lrn r;!f>l 

§ 46.210 A('!;\li!ie~ in\'o/'inj.: tho: 
rtf,»d ftllls, f-:ta! rn:::rrrir~ I ,If Ihf 

placenta. 
A":livities invvhing (he deau k.fU~. 

md~cerated fetal m:ltcr:;;l. i. ..:di,. 
tissue. or organs excised from a dead 
felli' ,hall ht' cnndll,"r.>,i "''':' ~;: 

3c(;ordancc with any applicable Stale 
or local laws regarding such 
at'tivilies. 

§ 46.211 Modification or ",Hiver 
or sperinc requirements. 
Upon the request of an appl icam or 

offeror (with the approval of its 
Institutiona'i Review Board). the 
Secretary may modify or waive 
specific requirements of this subpan. 
with the approval of the Ethical 
Advisory Board after such 
opponunity for public comment a~ 
the Ethical Advisory Board considers 
appropriate in the particular instance. 
In making such deci!tions. the 
Secretary will consider whether the 
risks to the subject arc so outweighed 
by the sum of the benefit to the 
SUO)l!ct and the importancl! of the 
knowkdge 10 he gained as to warrant 
such IIwJificallon or waiver and that 
such bcndits cannot be gainerJ c:\cept 
through a modification or waiver.' 
Any sUl..'h modifications or waivers 
will be published as nut ices in the 
F f.L}HIAl. R EG1Sn R 

Subpart C-Additional Protl~ction ... 
Pertaining to 8iomediClJI and 
Heha\'jora' Research Involving 
Pritonerl as Subjecb' 

S,)urce: 43 FR 53bH. Nov lb. J9n 

§ 46.301 Applicability. 
(a) The regulations in this suoparl 

are applicable 10 all biomedical anrJ 
behavioral research conducted or 
supported by the Dcpartment of 
Health. Education. and Welfare 
involving prisoners as subjects. 

(b) Nothing in this subpar! shall he 
L'onsrrllcd as indic:uing that 
~'\'fl\rJiancc with the procl!Jures ~et 
forth hcrcin will Jllthorile rcseJr(h 
in\l'l\in~~ rn~oner~; :.l,'\ ~ubjeL'[~', h_! {hI..: 

t".\lcnt \uch rcsc;Jn'h i~ limited lH 

h,H!cd hy .q-'piicabk St;I\C or 10:11 
!a\l,. 

(l i Tilt' 1('iU/lCIiH:r;t, 01 [his 
~uprarl are in addllinn to those 
~mr[1\c,! (;;-]';cr :hc v:lIcl ~ubparls of 

this p:HI. 

§ 46.302 Purpo~. 

Inasllluch as prisoners may oe 
l!~J::r ~n:,.striUr.t~ b"c"u~c 01 Iheir 
incarceration whIch could affect their 
ability to make a truly voluntary and 
uncoerced decision whether or nol to 
panicipale as subjects in research. it 
is the purpose of this subp:lrt :;:; 
provide additional safeguards for the 
protection of prisoncis inv .. :" .... '.! in 
activities [0 whieh this subpart is 
applicable. 

§ 46.303 Definitions. 
As used in this subpart: 
(a) "Secretary" means the 

Secretary of Health, Education. and 
Welfar~ and any other officer or 
employee of the Departmc,,; of 
Health. EduC<ltlOn. and Welfar~ to 
whom authority has been delegated. 

(b) "DHEW" means the 
Department of Health. Education, 
and Welfare . 

. (c) ,"Prisoner" means any .~ 
~iiidividual involuntarily 'confinedot 
d~taincd"tn a penal institution:; The 

........ \ -.s.. t .'+ .. '-. ,I' ." "" 

"lCrm IS Intended to encompass: 
. individuals' senten'ced 'to such an 
institution under a criminal or civil 
:'~bttute. hl(t'ividuai;' detained in oth~i 
~~ih~ies~ by,"yiri~e ,of staiut~s <}f ,: 

. commilmeAt.procedures. whicb c 

provid~:.rf~iives ·.to~Crimi nal,' 
pro~e~uil'o~· .. ~r i'nca~ccratjon' in wa • 

~ ~nalinstit~'ion.,.fUl~ .individuals 
detained llef}choa arraignment. rnal, #'.... ' "-. 
or sentencing. l· ' ' 

(d) "Minimal risk" is the 
prohability and magnitude of physil'al 
or psychological harm that is 
normally encountered in the daily 
lives. or in the routine medical. 
rJ~ntal. llr psychological examinal ion 
ot hcalthy persons: 

§ 46.304 Composition of 
Institutional Review Boards 
"hen; plb-uners are involn'd. 
In iJdditi'>fl t" satisfying (he 

rcquiremC'nts In § 46,107 of [hi .. pan. 
3n Irlqj[lIltt1nJi ~!'\'icw Ru..:rJ. 
carrYlOg out responsibilil1cs under 
th is part with respect to research 
covered by this subpart. sharr also -
meet the following specific 
requirements: 

, . ~ 
(a) A majority of the Board .• __ • .lf~ 

(exclusiv(, 'or pri!':;ner memttcrs) ,f;il~ 
have 'n'o association with the prison(l)f 

. '. - -- .... - .. ;* . 

in~lved. ,lpart fro", d1~i~ ',~' .. ' .. J~. 
membership on the Board: . ~*!t 

(b) At least one member of the~ 
~ .... .,. ... \,rf_; _' ". r ~ • ....;.i 

~O~!.<t~~al!...!?; ..,.a"pr:~~er ... o'!-J~. _ 
p'iijOaCf. iepresentati~~ith, I.-~ 
appropriate background and . ':.It 
experience to serve in that capacity. 
except that where a particular 
research project is reviewed by more 
than one Board only one Board need 
satisfy this requirement. 

§ 46.305 AdcUt!iSUt duties of the 
Institutional Review Boards 
where prisoners are involved. 
(a) In addition [Q all other 

responsibilities prescribed for 
Institutional Review Boards under 
this part. the Board shall review 
research covered by this subpart and 
approve such research only if it finds 
thai: 

(I) The research under revil!w 
represents one of the categories of 
resl!arch permissible under 
§ 46.306(a)(2); 

(2) Any possible advantages 
accruing to the prisoner through his 
or her participation in the research • 
when compared to the general living 
conditions. medical care. quality of 
food. amenities and opportunity for 
earnings in the prison. arc, nOl of lucb 
a ma,niwde that bilt or her ability to. \ 
weigh the'risk~ o{ the research against.~ 
the value or such' advantages in the 
limited choice CDvironmenl of the 
prison is impaired: 

(3) The risks invorved in the 
research are commensurate with risks 
Ihat would be accepted by 
nonprisoner volunteers: 

(4) Pro(;edures for the selection of 
subjects within the prison are fair to 
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aft ril~,:'r~er~ ~nd H;~ml!ne- 1r.'~i; 

r~'IU _~. 1;':::-[-.'C r,[H'~! !.~ r')[t\,1" 

- . U I,., '~"A • JUtl,i)flllc) or prisoner:.. ~"-'" .... 
principal inveS!l1!alor pro~ldes to lhr 
~ ,-or'! ;"!.!;fi:::ation in writing. for -, .......... JU ... 

foflowin~ ~()m~ other prO<'cuures, 
control ,·ubjc.cU. muu be selected 
randomly from the group of ."ailablt 
ptnonc:"5 who meel [he charactl~risl!rs 

nc:-cded for thai particular research 
proje(:l; 

(5) The information is presenred in 
language which is understandable to 
the subject population; 

16) Adequate assurance exis~~ thaI 

. parol~ .bol!.d;(?t~H ~. ji;.C)Q~CI "I 
ACcount a'prilOner'w paniclpltiofl in 
the research in making decisions 
regarding parole. and each prisoner is 
c1cflrlv infonned in advance that 
participation in the research will have 
no effect on his or her parole; ami 

(7) Where the Board finds there 
may be a need for follow-up 
examination or can: of participants 
after the end of their participation. 
adequalt! provision has been made for 

I such examination or care, laking into 
account the varying lengths of 
individual prisoners' sentences. and 
for informing participan.ts of this facl. 

(b) The Board shall carry out such 
other duties as may be assigned by 
thl! Secretary. 

(c) The institution shall certify to 
tht! Secretary. in such form and 
mannr:r as the Secretary may require. 
that the duties of the Board under this 
section have been fulfilled. 

§ 46.306 PemdU(1) research 
~ ~ .. ~... . .J 

Inyolvinc prbonen.' 
(a) Biomedical or behavioral 

research conducted or supported by 
DHEW may involve prisoners as 
subjects only if: 

( I) The institution responsible for 
the-eonducl of the research has 
certified to the Secretary that the 
In!>lilUtional Review Board has 
approved the: rc~cai,~h under § 46.305 
of fh, subpart; and 

(~) In .he judgment of the 

Snrc,!ry rile- prop,).Ioed roe:)f, tl 
fr\ ('. \ C'" ~ ,II._!\, rr~ tC!!~1't\ Ir.~' 

(A) Stu'!), 01 tfle posslhle caus;:s . 
t·;-rt:~·ts. 3nd rr')rr(.~c··· of 
incarceratlor.. and of criminal 
bc.h,,\·;or. pr~lVided that the study 
~H~:.ents no more than minimal risk 
and no more than inconvl!'nienl"e 10 

(8) Study of prisons as institutional 
structures or of prisoners as 
incarcerated person~. provided that 
the study presents no more than 
minimal risk and no more than 
inconvenience to the subjects: 

cC) Keseurl'h un l'I.lOililions 
parlil:ularly affecting prisoners as a 
class (for eumple. vaccine trials and 
other research on hepatitis which is 
much more prevalent in prisons than 
elsewhl!'fe: and research on social and 
psychological problems such as 
alcoholism. drug addiction and sexual 
assaults) provided that the study rna)' 
proceed only after the Secretary has 
consulted with appropriate experts 
including experts in penology 
medicine and ethic~. and published 
notice. in the FEDERAL R EGISl ER., 

of his intent to approve such research; 
or 

(D) Research on practices. both 
innovative and accepted. which have 
the intent and reasonable probability 
of improving the health or well
being of the subject. In cases in 
which those studies require the 
assignment of prisoners in a manner 
consistent with protocols approved by 
the IRB to control groups which may 
not benefit from the research. the 
study may proceed only after the 
S<.'crelary has consulted with 
appropriate experts. including ellperts 
in penology medicinl' and ethics. and 
published notil'e. in the FEDERAL 

R EGISHR. of his intent 10 appro\le such 
research. 

(b) Except as provided in 
paragraph (a) of this section. 
biomedil:31 or behavioral resean:h 
conduC!ed or suppc1r!l:d by DHEW 
shall nOI iO\ol'>'e prisuners as 
suhjt'c!s 

S .. bpad I}-'AocJti(l.!'.t'J fJrOff.'CUor-A 

fl"; a.W;l~;;-.. u.v"'!l"CIIi a;l ~ubj~ ha 
lUMm:h. 

Sourcc; 4S FR 91l&. March 8, 1983 

§ 46.401 To "hat do tbe.e 
r('~'l!ltionl apply? 

( .. ) This subpart appliC$ to all 
re<'~ch involving children as 
subj~ts, conducted or supported by 
tht." llepartment of Health and 
Human Services. 

(1) Thi~. includes research 
conducted by Department 
emf,lnyees, elccpt that ellch head of 
In ()perutillg DlviNioli uf Ihe 
Department may adopt such 
nonsubstanti ve, procedural 
modification, as may be appropriate 
frum an administrative standpoint. 

(2) It also includes research 
conducted or supported by the 
Department of Health and Human 
Services outside the United States, 
but in appropriute circumstances, the 
Secretary may, under paragraph (e) 
of § 46.10 I of Subpart A, waive the 
applicability or some or all of the 
requirements of these regulations for 
research of this type. 

(b) Exemptions (I), (2), (S) and (6) 
as listed in Subpart A at §46.101(b) 
are applicable to this subpart. 
Exemption (4). research involving 
the observation of public behavior, 
listed at § 46. 10 I (b). is applicable to 
this subpart where the investigator(s) 
does not participate in the activities 
being observed. Exemption (3). 
research involving surveyor 
interview procedures, listed at 
§ 46. 10 I (b) does not apply to research 
covered by this SUbpart. 

(c) The exceptions. additions, and 
provisions for waiver as they appear 
in paragraphs (c) through (i) of 
§ 46.10 1 of Subpan A arc applicable 
to this subpart. 

§ 46.402 DefinitiollS. 
The definitions in § 46.102 of 

SUbpart A shall be applicable to this 
subpart as well. In addition, as used 
in this subpart: 
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!-~ _ '". d \ I, J ~ ~ ;:. j ~.' t ~; l 11:..: 1'7 ,::_ .. 1 :. t: t , ]"I 

cUIl:.enl [0 trealmerHS 01 proccJurcs 

involved ill the rc:>carch. llndt'f the 
arr!;:::!.b!c I::w 0f the ju,i:illiction in 
which the rt"SF;>rrh wi!! h t , 

nmducted. 
(b) "Aueoi" mean! a child's 

Ilffirml',live agreemeiit to nartk:ipal(' 
in research. Mere failure to object 
!.hould not, absent affirmative 
agreement. be construed as assent. 

(c) "Pcrmi!'..sion" means the 
agreement of parent(s) or guardian to 
the participation of their child or 
ward in research. 

(d) "Parent" mea.ns a child's 
biological or adoptive parent. 

(e) "GUMdian"meAIlS an 
individual who is authorized under 
applicable state or local law to 
consent on behalf of a child to 
general medical care. 

§ 46.403 IRB duties. 
In addition to other responsibilities 

assigned to IRDs under this part, 
each IRD shall review research 
covered by this subpart and approve 
only research which satisfies the 
conditions of all applicable seclions 
of this subpart, 

§ 46.404 jle.arclusOlui,oldll& 
areater'"thaa millUDaJ risk. , -' 

HHS wilJ conduct or fund 
research in which the IRB finds that 
no greater than minimal risk to 
children is presented, only if the IRB 
finds that adequate provisions are 
made for soliciting the assent of the 
children and the permission of their 
parents or guardians. as set forth in 
§46.406. 

It 46.405 Rt:seardl ".olma KlUtei' 
tba "'DhnaJ risk bUt preiJeatina the 
prosptCt at dIreet 'beaellt to the 
lDdhid .... labjectl.. 

HHS will conduct or fund 
research in which the IRB finds that 
more than minimal risk to children is 
presented by an intervention or 
procedure that holds out the 
prospt..-ct of direct benefit for the 
individual subjcd. or hy a 

mooll(\; n,~, rro-:t'durc that i~ li~cly to ~ oU,4Di Research not otber,,11-C 

ollly Ii the lRB finds th.:i.L 

(,,) Tk l i~~. i. ju<:tii>-d r.y the 
anticipated belleflt to the subjects; 

(b) The: rciatlOn <11' the anticipated 
benefit to the fisk is at least as 
favorable to the subjects as that 
presented by 8vJ.ilabl(! alternative 
approachc~l; and 

(c) Adequate provisions are made 
for soliciting the ~sent of the 
children and P'=rmissioll of their 
parents or guardians. as set forth in 
§46.40&. 

§ 46.406 Research bwolv!na il'elliter 
than minimal risk and no prospect ot 
direct b.eltctlt to lndiTiduaJ subjects, 
but likely to yield generalizable 
knowledge about tbe subject's disorder 
or condition. 

HHS will conduct or fund 
research in which the IRD finds that 
more than minimal risk to children is 
presented by an intervention or 
procedure that does not hold out the
prospect of direct benefit for the 
individual subject. or by a 
monitoring proct.-dure which is not 
likely to contribute to the well-being 
of the, subject. only if the IRD finds 
that: 

(a) The risk represents a minor 
,increase Over minimal risk; 

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

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

(d) AdeqlJate provisions are made 
for 'iolicitins ilS'.;cnt of the children 
and permission of their parents or 
guardian~, ::;s :;ct fOrill ill § 46,408. 

A.'~rt'\ able which pr~ulS an 
opportunity to undentand, preYfftt,' or .~ 
e!kt'il:He 2 ccricus problem affecting 
the health or welfare of childrea. 

HHS will conduct or fund 
research that the IRB does not 
believe meets the r~quirements of' 
~ ~ 4t.,404, 4t..40~, ur 46.406 only if: 

(a) The IRB finds that the research 
pr~nts a reasonable opportunity to 
further the understanding, 
prevention, or aJleviation of a serious 
problem afret:ting the health or 
welfare of children; and 

(b) The Secretary. after 
consultation with a panel of experts 
in pertinent disciplines (for example: 
science, medicine, education. ethics. 
law) and following opportunity for 
public review and comment. has 
determined either: (I) That the 
research in fact satisfies the 
conditions of § § 46.404, 46.405, or 
46.406, as applicable, or (2) the 
following: 

(i) The research presents a 
reasonable opportunity to further the a' 
understanding, prevention. or ~ 

alleviation of a serious problem 
affeCting the health or welfare of 
children; 

(ii) The research will be conducted 
in accordance with sound ethical 
principles; 

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

§ 46.408 R~b lor 
permia.Coa " parenla or guardiant 
aad for RINIlt by c:hUdren. 

<a) In addition to the 
determinations required under other 
applicable sections of this SUbpart. 
the IRB shall determine that 
adequate provisions are made for 
soliciting the assent of the children, 
when ill the judgment of the IRB the 
ctuJdren are' capable ot proVidini 
assent. In determining whether 
children are capable of ~sentin8, the, 
IRB shaH take into account th~ agcs,i 
maturity, and !,!),chologicaJ state of G 
the chtld:ren involved. This judgment 
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.Jlar protvcol. or for each ~hild. 
• t! .. IRB deems appropriate. If the 

'tuermlnh rh::lt the c::!r~bilit)' of 
, or all of the children is !\.I) 

'-:d thaI they cannot reasonably 
').onsultcd or that the intervention 
i. '; occdure involved in the 

; I ch holds out !l prospect of 
.. ' 'd benefit that is important to the 
h ••. ~ !lh or well·being of the children 
lL is available only in the context of 
.. ,... I es~arcb, the assent of the 
{, idren is not a necessary condition 
1-. proceeding with the research. 
U. '~!l where the IRB determines that 
lL. s.ubje:cts are capable of usenting, 
R'I' lRD may .till waive t.b:. ~<;cnt 
\\ ~·\.tirement under CUcIlIDataoccs in 
L. .\;h con&CU1 may be waived in 

\ \(H'tl with 146.116 of Subpart A. 
d, ";) In addition to the 
ai, t:rrninations required under other 
ttl, il\,:able s.ections of this subpart, 
a.. IRH shall determine. in 
tiL','ldance with and to the extent 

.. Sl\. r.:on~nt is required by § 46.116 of 
ar.' \';I.lrt A, that adequate provisions 
ot, ... made for IOlicitin& th~ permission 
\\ I: "ach child's parents or .uudian. 
nt... \ ~re parental permission is to be 
~'i lined, the IRB may find that the 
il)l . 'l;<;.-.ion of one parent is sufficient 
§ § . I esearch to be conducted under 
i!... \6.404 or 46,405. Where research 
and,;vered by § 146.406 and 46.407 

permission is to be obtained from 

dec('~~. ullknov.,' ... 111(;Urnpctcn!, or 
fI;)t rcasonabiy :,\-ailahlr, nr ~'h~n 
only one purt~nt. ha.c, Icp1 
respon!lihihl y for tt-...- CllI<: and 
custody of the child, 

(c) In addition to the provisions for 
waiver contained in § 46.11 (, of 
Subpa.rt A, if the IRD determines that 
a research protocol is designed fur 
conditions or for a subject population 
for which parental or guardian 
permission is not a reasonable 
requirement to protect the subjects 
(for eumple, neglected or ahusro 
children), it may waive;: the conscnt 
requireme~ts 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 
lS substituted. and provided further 
that the waiver is not im:onsistent 
with federal state or local law. The 
choice of an appropriate mechanism 
would depend upon the nature and 
purpose of the activities described in 
the protocol, the risk and anticipated 
benefit to the research subjects, and 
their age, maturity, status. and 
condition. 

(d) Permission by parents or 
guardians shall be documented in 
accordance with and to the extent 
required by § 46.117 of Subpart A. 

(e) When th'e lRB determines that 
assent is required. it shall also 

§ 46.409 Ward.'1. 
(a) Children who IU"C wards of the 

.itate or any other agency, institution, 
or entity can be included in research 
l!:,r!0~'ed unde:- ~! 46.406 O{ 46.407 
only if such research is: 

(I) Related to their ~i&tus as wards; 
or 

(2) Conducted in schooI&, camps. 
hospitals. institutions, or sim:!ar 
settings in which the majority of 
children involved as subject:. are not 
wards. 

(b) If the rt"SCMch is approved 
under paragraph (a) of this section. 
the IRS shall require appointment of 
an advocate for each child who is a 
ward. in addition to any other 
individual acting on behalf of the 
child as guardian 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, the best interests of the child for 

. the duration of the child's 
participation in the research and who 
is not associated in any way (except 
in the role as advocate or member of 
the IRB) with the research, the 
investigator(s), or the guardian 
organization. 
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nU~IA:"oI SUBJECTS 
Minimum Criteria Idmtif)iht; ilu: 

Viable .-('(us 

On March 13, 197.5, regulations 
were puhli~hed in the F [OlRA' 

k I:GIS1l:1I.14U fk 11H54) relatIng 10 the 
protection of human subjects In 

rest'arch. development, and reh.ted 
activities supported by Department of 
Health, Education, and Welfare 
ltranls and contracts. These 
regulations are codified at 45 CFR 
Pan 46, 

NOTICES 

[I~t·,,'hl"r(' 111 Ihi~ i~.u~ e)f th:-

r t:I.JLkAI. R [(;!STER, Ihe SC:lTrl<lry 

i~ ;:~;:.nJin~ .15 eFR PM' 4(1 by. 

among olhrr Ihing~, adding a new 

SUbpart B 10 provide addiliollal 
rrflt~t'!lt'!'l~, l"'r!a!nmg 1;1 r",~:::!r. h. 
d('velopmellt. and relaled 3('livilies 
involving fetuses, pregnant wom~n, 
and in vitro fertilization, 

Section 46.2OJ(d) of Suhpart B 
provides inter alia as follows: 

The Sc,re:tary may from lime to lime. 
laking into .('('('unt medical adnncrs. 
publish in the F EDEIAL R lGlna 

.ui.J~II"c~ 10 ."". '" dtlt'rr,"nir.r "'hClh~r ;; 
fr!U, IS Ylable fvr purl'0SU of th" ,ubpart, 

nils notice is published in 
IKTDrd;w;::c with ~ 46.20J(d). For 
purposes of Subparl B. the guidelines 
inJ;( 3(inr Iha! l' felus other than II 
de.d felus within the meaning of 
§ 46.203(0 is viable include the 

followin!!: 
In ".lImaled ge51alivnOil .,e: o( 20 weeks or 
lIKHe and a body weight of 500 sram\ or 
more. 

FEDERAL RFGISTER. VOL .0, 
AUGUST '. 1175 

u.s. GOVERNMENT PRINTING OFFICE 1983 0 - 406-756 
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PROCEDURE 13. EXP~RIM~NTATION ON HUMAN SUBJECTS FOR 
INTELLIGENCE PURPOSES 

A. APPLICABILITY 

This procedure applies to experimentation on human sub

jects if such experimentatLon is conducted by or on behalf of 

a 000 intelligence component. This procedure does not apply 

to experimentation on animal subjects. 

1. ~~riTE.entation in this context means any research or 

testing activity involvinghuroan subjects that may ,expose such 

subjects to the possibility of permanent or temporary injury 

(including physical or psychological damage and damage to the 

reputation of such persons) beyond the risks of injury to 

which such subjects are ordinarily exposed in their daily 

lives. 

2. Experimentation is conducted on behalf of a 000 

intelligence component if it is conducted under contract to 

that component or to another 000 component for the benefit of 

the intelligence component or at the request of such a com

ponent regardless of the existence of a contractual rela

tionship. 

\ ?,' I 
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3. Hu~~~subj~~! in this context includes any pelson 

\·!hether or not such person is ti United States person. 

C. PROCEDURES ------

1. Experimentation en human sUQjects conducted by or on 

behalf of a 000 intelligence component may be undertaken only 

with the informed consent of the subject~ and in accordance 

wi th guidel ines issued by the Department of Heal th and Human 

Services, setting out conditions that safeguard the welfare of 

such subjects. 

2. DoD intelligence components may not engage in or 

contract for experimentation" on human subjects without appro

val of the Secretary or Deputy Secretary of Defense, or the 

Secretary or Under Secretary of a Military Department, as 

appropriate. [Requests for such approval submitted by Army 

intelligence components will be addressed through command 

channels to HQDA (DAMl-CIC), WASH DC 20310.J 
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