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PART 46-PROTECTtON OF 
HUMAN 
SUBJECTS 

:Subpart A-Basic HHS Poli~y for 
r'rotectlon "' Jfuman Research 
Subjects 

Sc.:. 
46101 To what do tla~sc rc:gul•llions epply? 
4!\.IO:Z Definitions. 
46.103 Auuranc~s. 

46 I 04 Section reserved. 

46.105 Section rc~erved. 
46. l 06 Section reserved. 

46.107 IRS membership. 
46.103 IRB functions and oper~uons. 
46.10') IRB review of research. 
46.110 Ellpedi!ed review proce,luru for 

cutain kinds of research involvin!l! no 
more lhan minimal risk, and for minor 
chan!!es in appru,.ed re~carch. 

46.111 Criteria for IRB approv<~l of 

r<e>carch. 
41> II~ Revacw b)' insmution. 
4!>. I IJ SuspenMon or terminatwn of IRB 

ll\pprovlti "' resun.:h. 
4tt. I 14 CO<lperauve re~ur.-h. 
4o.! lj IIHl re.:ords. 
4o 116 (jenera! requirc-mcnh foJ llltllrmed 

consent. 
46 It 7 Documental ion of informed 

"'nsenL 
46. Ill! ApJllicalil'llh and propo~als ladf.ing 

ddinm: plam for m~oh•cmcril of human 
Hlbjects. 

46.119 Ke~urd'l undcnaken without the 
intcnrwn of tn'folving hum;;n subjects. 

·H>. 120 l.:nlualloll lind disposirion ,,f 
11pph.:atioru and proponls. 

46. 121 lnve~r~~~~~on.al new drug or <kvice 
JO·da~ delay rcqutrcmenl. 

.&b 122 U$e uf l'ederal fLAnds. 
4o.I2J Early termination of rese-arch 

(UIUIIRf!; CYHIUalilln of ~ubsrqU(Il( 

arphcauons and pwpo~ah. 
4n I ~4 Conditions. 

Subpart 8-Additional Protoedions 
i'ertaining to Research, 
Development, and Relatll'd 
ActivUies lm·olvlng t'duses, 
f•rcgmmt Women, and Human 
In Vitro Fertilization 

Sec. 
-ltUOI Applicability. 
46 202 Purpose 
46.20l l>dinitions. 
4b. :704 Eahiul Advisory Boards. 
46.205 Addillonal dutu:~ of the lnstilutionill 

Re\liew Boards in 'onnection ,.,.iih 

ae1ivi1i~$ envolving fetuses. pregnane 
wo!T<c:n. or hum.-n in vitro ferliliniHHI. 

46.206 Gencr.l limilauons. 
46.107 Actillities directed toward pre~nant 

women 1n 5UbjeC:ts. 

46.208 A'li'l'itie~ directed toward fc:tu~c:s in 
utero c!\ ;;ubjecls. 

46.209 A•tivi!ies direc1e:d im.,ard fetuses u 
utero, including nonviable fc:Hnu. as 
tubjeCIS. 

46.210 Acti11HIU involvini! the dead fetus, 
fetal matenal, or the placenta. 

46.211 Mvdifkmtion or waiver of specific 
rcqu 1re rnenls. 

Subpart C-Addltional Protections 
Pertaining to Biomedical and 
Behavior3l Research Involving 
Prisonero as Subjects 

Sec. 
46.30 I Applkllbilily. 
46.302 Purpt~Be. 

46.303 DcfinilioM. 
46.:104 Composilil1n of lnstiturional Review 

Board5 where prisoners are involved. 
46.305 Additional duties of dte lnslituuonal 

Review 8mm.ls where prisunen are 
involved. 

46.306 Perrnittcd ac1ivi1ie~ invt>IVIR:!l 

prisoners. 

Subpart D-Add.itional Protections 
for Chtldren Involved as Subjects in 
Research 

Sec. 
46.401 To wh~l do these regulation~ apply? 
46.401 Deftnilions. 
46.403 IRB dutiea. 

46.-404 RC~t"J~J~h not involvina greater than 
minimal rid;. 

46.405 Rt':$t' .. m·h involving greatt'r than 
minimal risk bul pr~n!tng the pnllipecl 
of di1ect bcm~fit to the individll&l subj«:t&. 

46.406 RC!.Car..:h involving g1eater than 
minimal ris.k and no prospe-;:t of direct 
benefit lo individual subjects, but likely to 
yield gcnc:mli7~le knowledge aoout the 
subject's dhordn or condition. 

46.407 Rr.se11n:h nm otherwise approvable 
which prl!:l<':l.lll 1111 opponunity to 
undentand, prevent, or lllle\liale a serious 

problem affecting the health or welfare of 
childl'en. 

46.401! Rcquirnnenls fat permission by 
parent~ or glo!Udians and for assent by 
~:hildrcn. 

46.409 W.anl.!. 

1\ulborily: 5 U.S.C. 301; sec 474111), 88 

Stat. H2 (42 !.'.S.C. 21191-l(aJI. 

Subpart A-Basic HHS Polk)' for 
Protection of Human RHellrc:h 
Subjed.s 
Source:: 46 FR 1186, January 26. 1981, •a Fit 
9269, M~~teh 4, 19fU. 

§ 46.101 To what do these 
regulations apply? 

(a) Except as provided in 
paragraph (b) of this section, this 
subpart applies to all research 
involving human subjects conducted 
by the Department of Health and 
Human Services or funded in whole: 
or in pan by a Departmenc grant, 
contract, cooperative agreement or 
fellowship. 

(I) 1''his includes research 
conducted by Department employees, 
except each Principal Operating 
Component head may adopt such 
nonsubstantive, procedural 
modifications as may be appropriate 
from an administrative standpoint. 

(2) It also includes research 
conducted or funded by the 
Department of Health and Human 
Services outside the Unired States, 
but in appropriate circumstances, the 
Secrciary may, under paragraph (e) of 
this section waive the applicabili!y of 
some or all of the requirements of 
these regulations for research of this 
type. 

(b) Research activities in which the 
only involvement of human subjects 
will be in one or more of the 
following 1ategories are exempt from 
these -regulations unless the research 
is covered by other subparts of this 
part: 

( I) Research conducted in 
established or commonly accepted 
educational settings. involving 
normal edu~ational practices, such as 
(i) research on regular and special 
education instructional strategies. or 
(ii) research on the effectiveness of or 
the com pari son -among instructional 
techniques, curricula, or classroom 
management methods. 

(2) Research involving the use of 
educational rests (cognitive, 
diagnostic, aptitude. achievement), if 
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information taken from thCSl! sources 
is recordc:d in such a manne~ that 
subjects cannot be identified, directly 
or through idcntifiers linked lO the 
subjects. 

(3) Research involving survey or 
imcrview pmcedures, except where 
all of 1he following conditions exist: 
(i) responses are recorded in such a 
manner that the human subjects ~an 
be ;denlified. directly or throu~h 
identifiers linked lo the subjccls, Iii) 
1he subjcct's responses, if they 
he.; a me known outside th.: research. 
n·JUIJ reasonably place rhe subJeCt at 
risk ~.-~f criminal or civil liability or be · 
dam.:tging ro the subject's financial 
~tanding or employability. afld (iii) 
the research deals with sensitive 
aspec!.r, of the subject's own behavior. 
~uch as Illegal conduct, dnag usc. 
~e~ ual bd1avior, or u~e of alcohol. 
All rese:uch involving survey or 
interview procedures ts exempt, 
without exception. when the 

resrondcms arc dccted or appoilllcd 
public officials or candidat~s for 
puht1,· offi~.·c. 

(4) Research involving the 

ob~cn atiun (including ohscrv.:!tion by 
p;mic:ip;mL~) of puhli~.: bL~havwr. 
c xccpt whc:rc all llf the folllm ing 
~·ow.Ji!i1HIS c.\i~t: (i J ll~~crvarion\ arc 
recorded in such a manner that the 
human subjects can be idt"ntificd, 
liircctly or through idcntifil.!rs lml..!.!d 
I•> the -.ubjects, (ii) the ohscr\ation!> 
rcn11dcd about the individual, if they 
lw;:ame known outsiJe the rcsl.!arch, 
cuu id reasonably place tht~ suhjc~t at 
nsk of aimmal or dvil liability or be 
danla!,!:l!l~ to the subJect's financi~\l 
srand1ng or employability. and (iii) 
thl~ n:scarcb deals with scnsiti\c 
a~.pcds of !he suhjcct 's nwn bch;1vior 
~uch "' ilh:g;ll ~.:ondu~c drug us.:. 
•,nu . .l behavior. or usc of akolwl. 

15} R.t•search involving the 
cllll,·,~rion or study of existing data. 
dtH.:Uml~llls. records, p:uhological 
·'{•~:·cirnens, or diagnosti\.· specimens, 
if t!tl!se sources are publicly availabk 
''r if Cht• information is rt>corded hy 
Ita~ invc•.tigator in such a mann~r dwt 

subjecrs cannot be identified. direcliy 
or through Identifiers linked w the 
suojecls. 

(6) Unless s~~ifically requifed by 
statute (and except to the extent 
Sp<.."Cified in paragraph (i)), re:aearch 
and demcm:~tration projects which 
are conductcd by or subject to the 
approval of the DepartmC'nt of 
Health and Human Services, aud 
which are designed to study, 
evaluate, or Nherwise examine: (i) 

program> under rhe Social Sc~·urity 
Act, or oth~·r public benetit or 
service pro,gr~mts; (ii) procedures for 
obtaining benefits or services onder 
those programs; (iii) possible changes 
in or alternatives to those programs 
or procedure,;; or (iv) possible 
changes ~n me~ hods or levels of 
payment for benetits or services 
under those programs. 

!c) The S;.:cretary has finaf 
authtlrity 10 tk!l!rminr..• whc!ht•r ;1 

particulur <ll'!ivily is covered by !h~sc 
regulatiOn~. 

(d) The s\~({"C!ary may require thai 
specific rcsean:h activHies or t:la~l>C£ 
of rt>search ac1ivi1ic~ conducted or 
funded by the Departmcnl, hoi no! 

ottwnvise covered hy the~e 
n:gu!allnns. comply ~A 1th som~: or .;Jii 

of these rt:gularion;;. 
(d The Secretary may also waive 

applicability o:· these regulations to 
specific rcse:uch activities or classes 
of research ".::tivities, otherwise 
.:overed by these regulations. Notices 
of these a·~tions will be published in 
the Fedaal Regi:lter as they occur. 

(f) No indivrdual mJ~ receive 
Department funding for re~eard1 
covered b:> thr~~t! regulations unless 
the individual b affiliated with or 
sponsored by Jrl institution whirh 
assum.:s responsibility for the· 
n·scan.:h under a.n assurnnce.latisfying 
the n:qllirc.:mt:nts nt' this part. or [he 
indiviJual mJ.k,•s uther arrangemt.~nts 
with 1hc.: Oepar!ml·nl. 

(!!) Compll<Wcc with thc>e 

rcgtilatitlll' ""til in no ~ay render 
inapplicablt: pertinent ft~dcral. ~t1tc, 
or local la'"''S or regulanons. 

(h) Each subpaR of these 
regularions contains a separate 
se,,lion describing to what lhe subpart 
applies. Research which is covered 
by more than one subpart shall 
compiy with all applicable subparts. 

(i) If, following review of 
proposed research activities that are 
exempt from these regulations under 
paragraph (b){6), the Secretary 
determines that a research or 
demonstration project presents a 
danger to the physical, mental, or 
emotional well-being of a participant 
or subject of the research or 
demon:<>tration project, then lederal 
funds may not be expended for such 
a project without the written, 
informed consent of each participant 
or subject. 

§ 46. W2 Definitions. 
(a) .. Secrerary" means the 

St•ael:,ry of B<:alth and Hunutn 
Services and any o!hcr offker or 
empl•l)ICC of the Department of 
Hei!hh and Human Servu:cs 10 whom 
authority has been delegated. 

(bl "Department" or "HHS" 
means '1hc Dcpartm<!nl of Health and 
Human .Services. 

or (~:i :;l~:s!i~~i~i;i~:~~a~~~~~;~~7J~i; 
federal, state. •in~(o~~c;r age nbc~). 

(d) "Legally authorized 
representative'' me.:tns an individual 
or judicial or other body authorized 
under applicable law to consent on 
behalf of a prmpective subject to the 
suhject 's participation in the 
procedure(s) involved in the research 

le) "Research'' means a 
sysrematic inveitigattOn designed to 
develop or contribute to generalizable 
knowkdge. Activities which meet 
this definition constitu!<! .. research" 
for purpo~es of these regula!ions, 
wheth<~r or not thc:y are supported or 
funded under a program which i~ 
consid:rcd rese .. uch !'or other 
purpmes. For eump!1:, some 
"demons1ra1ion" and "service" 
programs may include research 
activities. 
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(f) "Human subjcce:· means a 
living individual about. whom an 
inv~stigator (whether professional or 
s!Uti<enl) conducting research obtains 
(1) data through intervention t>r 
interac!ion with the individual, or (2l 
idcmifiahle private informat.ion. 
···Inlervention ~· includes both 
physical procedures hy which data arc 
gathered I for example. venipuncture) 
and manipulations of the subject or 
the wbjec( 's environment that arc 
performed f?r research purposes. 
1 '1nteractiolll" includes 
communication or interpersonal 
contact between investigator and 
suhjecl. ~·Pzivaie information·· 
includes information about behavior 
!hat occurs in a context in which an 
individual can reasonably c\pecl that 
no observa1ion or recording is taking 
place, and information which has 
been provided for sp~!ciftc purpose)> 
h:;- ;m individual and whid: the 
individual can reasonably cxpecl will 
not be made public t for example, :1 

medical n:rord). Private information 
mu~l he inuividually ic.k'n11fiabk 
{I.e .. the idenrity of the subje~.·t is or 
may readily be asccrtainl!d by the 
invc•;tigator or aSSlWiati!J with the 

information) in order for obtaining 
the informillion Ill con\!itutc research 
involving human subjL~cts. 

t g:) :'Minimal risk',, me;ins that the 
risks of harm· atlfkipat~!d in the ' 
pmpmord resean.:h are nm grearer, 
considering probability and 
magnitude, :han those ordinarily 
encountered in daily life or during the 
performance of routine physical or 
psycholo1::ical ex,aminarions or tesis. 

I h) "Certification 1' means I he 
dficial notification by the inslitulion 
I•J the Department in accor.tann: with 
the requirements of this par! that a 
research proje~:t or activity involving 
human subjects has been reviewed 
:md ;~ppr'oved by theJt\.~liHatio,.al 
Re,vit;w_ J,itmnl (li:lB> in acc.ard<mce 
with the approved assurance on file at 
HHS: .Certification is requarl:'d when 
the research is funded by the 
Departmenl and not otherwise exempt 
in accordance with § 46.l0l(t})). 

I 4fi..W3 A!ll.lluranceJ. 
(a) Each institution engaged in 

resear~<h cover.:u hy 1hcsc regulations 
shall proviuc \Hillen as~uru11ec 
satisf~t~;tory !1..1 the Secrctill y that it 
will comply wilh the re4uiremen1s st•t 

forth in lhese regular ions. 
(b) The Department v.ill conduct or 

fund research covered by th~se 
regulations only if the institution has 
an assttrancc approved as provided in 
this section, and unly if the in.'>titution 
has certified h' the Se-cretary that the 
resean.:h has been re-viewed and 
approved by an IRB provi<.kd for in 
the assuran..:e, and will he subjt!Ct to 
continuing. review by the IRB. This 

'assun.u1cc shaH at a minimum include: 
(I) A statement of principles 

governmg the institution in the 
discharge oi its rc:sponsibilitics for 
protc-cting the rights and welfare of 
human suhjt~cts of rcsi.'.arch nmductcd 
i.lt or spons<>red by the im.tinuion, 
regardless of source of funding. This 
may inclt.11.k an appropnate ~:xisting 
code. Jt:>ciar.;Hion. or statl.'lllt~n! of 
ethical prindplcs, ur a slatnnc:m 
formulated by the institution itself. 
This rcquin~m~.·nt docs not prct:mpt 
provisions ,,f the!>e regulation~ 
applicable to Dc:parrmem-fulllb.1 
re~e;m:h and is not appl icabk to any 
rescarch in an ~xcmpt c:n::gory listt:J 
in § 46.101 

(2) Designation of one or more 
IRBs established in accordance wi1h 
the reljUiremt!nts of this subpart, and 
for whkh pwvi:;i{ms are mad:: for 
meeting spa<:~~ and sufficient staff to 
:;upport !he IRB \ review and 
n::cordkcepwg dulic'i. 

(J) A list of the IRD members 
identifi·:l.l by name; l'arned degrees; 
rcprescntati ve capa~.:ity; indications of 
c:xperi~.~nce such as hoard 
<:ertific:llions, licen'ies, etc., 
suffici<:nr lo describe each member's 
~.:hicf anticipated contributillns to IRB 
deliberati-on-;; and any emplll)lmcnt or 
othl~r rdalionship between earh 
member and tht.• institution; for 
example: full-time employee, part­
time employee, member of governing 
pand or board, stockholder, paid or 

unpaid consultant. Changes in IRB 
membership shall be reported to the 
SC'crctary. 1 

14) Written procedures which the 
IRB will follow (i) for conducting its 
initial and continuing review of 
research and for reporting its findings 
and actions to the investigator :and the 
institution~ (ii) for determining which 
projec1s require review more often 
!han annually and which projects 
need verification from sources other 
than the investigators that no material 
changes have occurred since previous 
IRB review; (iii) for insuring prompt 
reporting to the lRB of pmposed 
changes in a research activity. and for 
ins'lring that changes in approved 
research, during the period for which 
IRB approval has already been given, 
tnJy not be initiated without IRD 
review and approval excep: where 
necessary to eliminate apparent 
immediate h:~zards to the subject: and 
(iv) for insuring prompt reporting to 
tho: IRB and to the Secretary 1 of 
unanticipated problems involving 
risb to subjects or oth~rs. 

(c) The assur a nee shall be e~ecuted 
by an individual authorized to act for 
lhl~ institUiion and to assume on 
h~.:hal f of the institution the 
obligations imposed by these 
regulations·. and shall be filed in such 
form and manner as the Secretary 
may p..-cscrihe. 

(d) The Secrerary will evaluate all 
assurances submilted in accordance 
with these regul~tions through such 
officers and employees of the 
Depanmcnt and such experts or 
consultant:> engaged for this purpose 
as lhe Secretary determines to be 
appropriate. The Secretary's 
evaluation. will take into 
considerarion the adequacy of the 
proposed IRB in ligiu of the 
anticipated scope of the institution's 
researcn activities and the types of 
subject populations likely to be 

# 

1 Rc:pom should b.e filed wich the Oftice 
for Protection from Research Risks, National 
lnslilulu of Health, Oepanment of Ucaltb 
and Hum<~n Serv1ces, Bethesda, Maryland 
2020S 
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involved, the appropriateness of the 
proposed initial and continuing 
review procedures in light of the 
probable risks, and the stze and 
complell.ity of the institution. 

(d On the basis of this evalwllion. 
the Secretary may approve or 
disapprove the assurance, or enter 
into negotiations to develop an 
appnwable one. The Secretary may, 
limi1 the period during whkh any 
particular approved assuram:e or class 
of approved assurances shall remain 
effective or otherwise condilion or 
restrict approval. 

(f) Within 60 days after the dale of 
submission to HHS of an ar,plication 
or proposal. an institution with an 
approved assurance covering the 
proposed research shall cemfy that 
the application or proposal has been 
reviewed and approved by !he IRB. 
Other inMitulions shall cenity trlal the 
application or proposal has been 
approveJ by the IRH wi£hin 30 dJp 
after receipt ot a request for such <I 

rcnificalion from the Uepartmcnt. H 
!he I.'Crlification IS 00! SUOOlilh:d 
within these time limib, the 
application or proposal may be 
n::urned to the institution. 

§ ~6.104 (Res.:rved] 

~ ·•6.105 [Reserved] 

~ 46.106 [Reserved} 

§ 46.107 IRB membership. 

(a\ Each IRB shall have at least 
five members, with varying 
hackgrounds 10 prom~te complete and 
Jdt:quate review of research activitii!S 
commonly conducted by the 
institution. The IRB shall be 
sufficiently qualified through the 
experience and expertiM of iu 
members, and the diversity or the 
members • bJckgrounds induding 
consideration of me racial and 
cullural backgrounds of members and 
s~nsi!ivity to such issues as 
cnmmunity animdcs, to promote 
rcspcd for its advice and counsd in 
safeguarding the rights and Wt~lfarc of 
human suhjects. In 3ddirion to 

pos§Cssing the professional 
r.ompetence necessary 10 review 
specific research acri vi ties, !he I R l:l 
shall be :~ole to ascertain the 
acceptability of proposed research in 
terms of iO$UUJtional commitments 
and regulations. app!icabk law. and 
standards nf professional conduct and 
practice. The iR H shall therefore 
include pcr'il)lls knowledgeable in 
these areas. If an IRB regularly 
reviews research that involves a 
vulnerabk t.:ategory of subjects, 
indudiag but not limited to subjects 
covered by other subpans of this part, 
the IRB shall include one or more 
individuals who are primarily 
concerned wilh !he welfare of these 
subjects. 

(b) Nu IRB may consist entirely of 
men or entirely of women, or entirely 
of members of one. profession. 

(c) Each IRS ~hall include at least 
one member whose primary concerns 
are in non!K'ientific areas; for 
examp!r:: lawyers, ethichts, mcmb,~r'i 
of the ckrg)'. 

(d) E:.~o..:h IRH shall indude at least 
one memb!;r who is not oL!-)crwise 
affiliated with lhe institution and who 
is not p.an of the immediate family of 
a pers{m who is affiliated with the 
institution. 

(e) No IRB may have a member 
parricipating in the IRB 's initial or 
continuing n;;view of any proje~:t in 
which the member has a conllicting 
interest, c:tccpt to provide 
informalion 1eques1ed by the IRB. 

(0 An IRB may. in its di~;crction, 
invite individuals wi!h competence in 
special Jrcas to assi~t in the review of 
complex issues which require 
expertise beyoml or in audition to that 
available on the JRB. These 
individuals may not vote with the 
IRD. 

§ 46.H)n UU~ (unctions and 
operations. 

In ordr:r [0 fulfill the requirements 
of these rcguhuions each lR U shall: 

(a) Follow written procedures as 
provided in § 46.!03(bl(4). 

(b) Except when an expedited 
review procedure is used (see 
§ 46.1 JO), review proposed research 
at convened meetings at which a 
majority of the members of the IRB 
:arc present, including at least one 
member whose primary concerns are 
in nonscientific areas. In order for rhe 
research to be approved, it shall 
receive the approval of a majority of 
those members presem at rhe 
meeting. 

(c) Be responsible for reporting to 
the appropriate institutional ofncials 
and the Secretary 1 any serious or 
continuing noncompliance by 
invesrigators with the requirements 
and determinations of the lRB. 

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

li.Uthority to approve. n~quire 
modifications in (to secure approvril), 
or dis<~pprove all research activities 
covered by these regulations. 

(bl An IRH shall require that 
inform-ation given to subjet;:ts as part' 
of informed consent is in accordance 
with § 46. 116. The !RB may require 
that information, in addition lo that 
specifically mentioned in § 46.116, 
be given to the subjects when in the 
IHB ·s judgment the information 
would meaningfully add to the 
pml~ctlon of the rights and welfare of 
subjects. 

(~·) An IRB shall require . 
documentation of informed coasent or 
may waive documcntarion in 
accordance with § 46. 117. 

(dl An IRB shall notify _ , 
investigators and the institution in • 
writing of its dedsion.to approve or 
disappro\'c.tbe proposed research 
activity, ot of modifications required 
to secure IRR approval of the 
research activity. If the IRB decides 
lo disapprove a rcs•::arch activity, it 
shall include in irs written notification 

1 Rr.pom \hould b-e filed wuh lhc Offic.: 
for f'rutcclion from Rt:lcarch Ri;l.s. Na!.ion.il 
lns!IIU!r:s of II~Jith, Dcparlmenl oi Heallh 
and Human Services. He1hesd11, ~bryl~nd 
:uno~ 
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11 

46 117 
r -' suspend, or terminate an msutu11on s req ~ · · wricing. . 
(c) An IRB shall cond&Jcl 

C{)ntinuing review of research covered 
by these regulations at interv:is 
appropriate to the degree of nsk, hut 
004 leu than once per year, and shall 
have authority to observe or have a 
third party observe the cons~:nt 
process and the research. 

§46.110 Expedited review 
pr<!Kedures for certain kinds of 
research Involving no more than 
minimal risk, and for minot 
changes in approved research. 

(a) The Secretary has established, 
and published in the Federal 
Register, a list of categories of 
u:sarch that may be reviewed by the 
IRB through an expedited rt!View 
procedure". The list will be _"m~nJed, 
a~ appropriate, through penod1c 
republication in the F eda(l/ 
Ref?isrrr. 

1 b 1 An lRB may review some or all 
of the research appearing on lhe lis.t 
through an expedited review 
procedure, if the resean;:h involves no 
more than minimal risk. The iRB m.-.~y 
also use the expedited review 
procedure to review minor cllang~s in 
previously approved research durmg 
the penod for which approval IS 

authorized. Under an expedtted 
review procedure, the review may be 
c:uried out by the IRB charrpcrson or 
by one or more experienced reviewers 
designated by the chairperson from 
among members of the IRB. In 
reviewing the research, the reviewers 
may eltcrcise all of the authorities of 
the IRB except that the reviewers may 
not disapprove !he research. A 
research activity may be disapproved 
only after review in accordance with 
the non-expedited procedure set fonh 
in § 46.108(b). 

(c) Each IRB which uses an 
expedited review procedure shall 
adopt a method for keeping all 
members advised of research 

or IRB 's use o{ the expedited review (6) Where appropriate, the research 
procedure when necessary tn prolect plan n1akes adequate pfovision for 
the rights or welfare of subjects. monitoring the data collected to 

§46.11 B Cdte-da for IRH 
approval of rese»rch. 

(a) In order 10 approv~ r-:scarch 
covered by these regulations the IRB 
shall determine that all of the 
following rcquircm~;:nts are :>atisfied: 

( 1) Risks to subjects are 
minimi:z.ed: (i) Hy using procedures 
which are con!>islent with sound 
rc:search design and which do not 
u.nnecessa.-ily expQsc 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 
any, to subjects. and lhe importance 
of the knowledge thai may r..:asonab!y 
he expected to result. In evaluating 
risks and benefits, the IRB should 
consider onlr chose risb and benefits 
that may result from the research (~s 
distingui!\hed from risks and bendtts 
of therapies subjects would receive 
even if not participating in the 
rescar~h). The IRB should not 
consider pos:>lible long-range effects 
of applying knowledge gained i.n the 
rescar~,;h (for e;umple, the poss1ble 
eifects of !he research on public 
policy) as among those research risks 
that fall within lhe purview of 1ts 

responsibility. . 
(3) Sdection of subjects is 

equitable. Jn malking this assessment 
the IRB should take into account the 
pm-poses of the research and the 
setting in which the research will be 
conducted. 

( 4) Infonned consent will be 
sought from each prospective subject 
or the subject's legally authorized 
representative, in accordan('e with, 
and to the c,;tenf required by 
§ 46.116. 

insure the ufety of subjects. 
(7) Where appropriale, there a{!! 

adequate provision~ to proleet. th~ 
privacy of itlbjects and lo mamtam 
the confidentiality of data. 

(b) Where some or all of the .. ,..., 
subjects are likely to be vuJnerabie to 
coercion or undue influence. sucb as 
persons with acute or severe physical 
or mental illness, or persons who are 
economically or educationally . _ 
disadvantaged, ap~priatc ll~itional· 
gfeguarchl h•ve been inch.lded in the 
study to protect the rights and welfare 
of these subjects. 

1 46.lll Review by institution. 
Rescarc:h covered by these 

regulations that has been approved by 
an IRB may be subject to further 
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 IRB. 

1 46.1 U Su!iJ."lDsion or 
tuminotion of IRB approval of 
rese<trch. 

An IRB shall have ~~~~ty~ro.~ ·· 
suspend or te~te approval of 
research that is no~ being conducted 
in accordance with rhe IRB 's 
requirements or that has been 
associated wilh une;{pected serious 
harm to subjects. Any suspension or 
termination of approval shall include 
a statement of the reasons for the 

.·,IRB's "tion ud sbDibe repo-rted 
promptly ~~ .. the investigator, 
appropriate inscituti.onai officials, and 
the Secretary. 1 

------·-- ' 
• Reports 1hould be filed with the Offt.ce 

for Protection from Re~earch Riskt. National 
lnstitu1c:1 of Health, Depanmen1 of Healtil 
and Hurt~an Services, Berhuda, Marylan4 
20205. 
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§ 46. U4 Cooperative resurch. 
Cooperative research projt~ct<> are 

those projecls, nonna!ly supported 
through grants, contracts, or similar 
arrangemenrs. which involve 
institutions in addition to dtl!' grantee 
or prime contractor (such as a 
contractor with the grantee, or a 
subconmu:!or with the prime 
contractor). In such instances, the 
grantee or prime contractor remains 
re~ponsible to the Depanment for 
safegu;.uding the rights ~md welfare of 
human subjec·ts. Also, when 
cooperating institutions conduct some 
llr all 11f the research involving some 
or all of th~se subjects. each 
cooperating institution shull comply 
with rhese n~gularions as though it 
received funds for irs participation in 
the project directly from the 
Department. except that in complying 
with these regulations instituKions 
1n<1) use joint review, rdiance upon 
the revil!w of another qualifi~~d IRH. 
ur similar ammgc:ments aune1l at 
avoidanc.:co of duplication of effort. 

~ 46.Il5 IRB records. 
:; 

(a) An institution, or where 
ap('mpriale an IRB, shall prepare -.nJ 

mainuin adequate d~Xumt:ntation of 
JRB activities, including the 
following: 

(I) Cllpies of all research proposals 
reviewed, scientific evaluations, if 
any, that accompany the proposals. 
approved sampk consent documents, 
progress repons submitted by 
inv,~sugalors, and reports of injuries 

10 subjects. 
(2) /1.1inutes of IRB me.::rings which 

shall be in sufficienr detail to show 
anentiance ac the meetings; ac!ions 
taken by the !RB; the vote on these 
actions induding the numher of 
mcmhcrs voting for, against, and 
abstain111g; the basis for requiring 
~..·hange~ in or disapproving n~sean.:h; 
and a written summary of the 
~.bcusswn of controverted issues and 

lhcir resolution. 
(3) R.ecords of continuing review 

a eli vi ties. 

(4) Copies of ail correspondence 
between lhe IRB and the 
investigator!;. 

(5) A list of IRB members as 
required hy § 46. JOJ(bl(3l. 

(6) Wriucn procedures for the IRB 
as required by § 46.103(b)(4). 

(7) Statements of signifi-.:ant new 
findings provided to subjecb, as 
required by ~ 46. il6(b)(5). 

(b) The records required by this 
regulation sh.:.ll he retained· for at 
least 3 years after completion of the 
research, and the records shall hi.~ 

accessible for inspection and copying 
by authorized representatives of the 
Department at reasonable times and 
in a reasonahlc manner. 

§ 46.116 (;~:nenl requirements 
for infllrmcd consent. 

Except as provided elsewhere in 
this or other subpans. no investigator 
rnJy involve a human being as a 
subject in research cuvercd by thc~e 
regulations unle'>~ the investigator has 
obtained th<: iegaHy effective 
informed conr.en& of tbe subject or the 
subjec&'s legally authorized 
representative. An investigator shall 
seek such consenl only undt:r 
circumstances that provide the 
prospective subject or the 
reprcscntarivc sufficient opportunity 
to consider whether nr not to 
participale and that minimize the 
po~sibility of coercion or undue 
influence. The information that is 
given to the subject or the 
representative liha!t!>e. in language 
understandable .to ;he subject or the 
representative~ ;~91 J.nformed consent, 
whether oral or wriuen, may include 
any exculpatory language through 
which the subje;;t or the 
n:presentative i~ made ro waive or 
appear to waive any of the subject's 
legal right~. or releases or appears 10 

release the investigator, the sponsor, 
the institulion or its agents from 
liability for negligence. 

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

-~·---.. ····---
seeking informed .conset~t lhe 
foUowin& information shaH be 
provided to each subjectr 

.. , ~· 
· · H) A statement that the study 

involves research, an explanation of 
lhe purposes of the research and the 

~. expected duration of the subjecl's 
; participation, a de'icription of the 
~ procedures to be followed, and 
, identification of any procedun=s 
~ which are experimental; 
'tl (2} A description of any reasonably 
j for~seeable risks or discomforts to che 

11 subject; 
, (3) A description of any bencfirs to 

·l the subject or to others which may 
·• reasonably be expected from the 
»! rescan: h; 
·~ (4) A disclosure of appropriate 
• 1d1erna1ive procedures or course'S of 

treatment. if any, th:u might be 
: advantageous to the subject; 

· (S) A statement describing the 
exfc:nt. if any. to which 
confidentiality of record!> identifying 
the subject will be maintained; 

(6) for research involving more 
than minimal risk, an explanation as 

. to whether any compensation and an A; A 

. explanation as to whether any 
medical treatmems are available if 
injury occurs and. if so, what they 
~:onsisr of, or where further 

info···.!W { .. ation n1ay be obtained; 
(11) An explanation of wh.om to '? 

~ontact for answers to peninent 
. questions abour the research and 
. research subjects' rights, and whom 
to contact in the event of a research­
related injury to the subject; and 

, .,!I} A statement that participation is 
voluntary, ret'usaf to participate will 
involve no penalty or loss of benefits 
to which the subject is otherwise 
enritled, and the subject may 

i discontinue participation at any time 
without penalty or loss of benefits to 
,which the subject is otherwise 

'entitled. 
'(b) Additional elements of 

informed consentr When appropriate, 
nne or more of the tollowint~ element5 
of information shall also he provided 
co each subject: 
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::.' .,(I) A statement that the p.uticular 
;treatmenl or procedure may invol\'e 
~1isks to the subject (or to the: embryo 
f'or fetus, if the subject is or may 
~become pregnant) which are currently 
~unforeseeable~ 
'f~ {2) Anticipared circumstances 
~ under which the subject's 
; paniciparion may be terminated by 
iwe invesrigator witpout reg;m:.l 10 the 
~subject's consent; 
1; (3) Any additional costs to the 
~~ubjed 1hal may result from 
raniciparion in the research: 
• (4) The consequences of a 
~subj·ect 's decision ro withdraw from ... 
!j1the research and procedures for 
uorderly temlination of participation 
~by the subject: 
t ( 5) A statement that signi fie am 
_, new findings developed during the 
i: course of the resean.:h which may 
~relate to the subject's willingness to 
j c0ntinue panicipalion wiii be 
~ pwvidcd to the ~ubject; and 
~f 16 l The approximate number of 
::..,,.ubjects involved in lhe siUJy. 

(c) An.~~S,~,n~l.,~P.EA~~,~..:~'?o~Dt 
. p~~u.rc ,~ daea.aot,J.ne~u~-;or 

wl:uc::h dl:ft.L;tonmc or ttl I. of.. the 
, ,., . ..,.,.tlo •'' •· .... .-

c!;::U)CIUl,~ toformed. COI\SCI~t set 
fonh above, or waive the requirement 
to obtain infom1etl consent provided 
the lRB finds and documents that 

(!)The research or demonstration 
project is to be conducted by or 
subject to the approval of state or 
local government officials and is 
de:>igned to study, evaluate, or 
otherwise examine: (i) programs 
under the Social Security Act, or 
other public benefit or service 
program<>; (ii) procedures f1Jr 
obtaining benefits or services under 
those programs; (iii) possible changes 
in or alternatives to those programs 
or procedun~s; or (iv) possible 
changes in methods or levds of 
payment for benefits or services under 
those programs; and 

(2) The research could not 
pr<H,:ticably be carried out without the 
waive·r or alteration. . . .. . .. . 

(dJ An IRB may approve a consent 
l'fOCe'dUfC which _d~-~_'~<()_f_incJud¢, Of 

·which al~.10mc or all of the 
·clements. ~f iaform~ consent set 
forth above; or waive the 
requirements to obtain infonned 
consent provided the IRB finds and 
documents that: 

0) The res.earch involves no more 
than minimal risk to the subjects; 

(2) The waiver or alteration will 
not adversely affect the rights and 
welfare of the subjects; 

(3) The l'esearch could nol 
practicably be carried out without the 
waivt~r or alteration; and 

(4) Whenever appropriate. the 
subjects will be provided with 
additional pertinent informalion after 
participation. 

(e) The infonned consent 
requirements in these regulations are 
not intended to preempt any 
applicabl.: federal, stale, or local laws 
which require additional information 
to be disclosed in order for informed 
consent to b~ h:gally effective. 

(f) Nothing in these regulations is 
inlended to limit ~he authority of a 
physician to provide emergency 
medkal cart·. to the extent the 
physician is pcrmitlr!d to do so under 
applicable federal, state, or local law. 

I 46.1 17 Documentation or : 
Informed i:ODf4elllt. 

(a) Except as provided in 
paragraph (c) of this section, 
informed consent shall be 
document~·d by the use of .a written 
consent form approved by the IRB 
and signed by the subject or the 
subject's leg~\lly authorized 
representative. A copy shall be given 
to the person 11igning the form. 

(h) Except as provided in 
paragraph (c) of this section, the 
consent fom; may be either of the 
following: 

( l) A wriHtn consent document 
thai embodies the elements of . 
informed consent required hy 
f 46.116. This form may be read to 
the subj\·ct or ihe subject\ legally 
authorized :representative, but in any 
event, the investigator shall give 
either the :mhject or the representative 

adequate opportunity to read it before 
it is signed; or 

<2) • ''lhon .. emm·· wriiten 
consent document stating that the 
clements of informed consent 
required by i 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 witncu to the 
ora! presentation. Also. the IRB shall 
approve a written summary of what is 
to be said to the subject or the 
representative. 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 ••tmmary, and the 
person actually oouuning consent 
shall sign a copy of the !lummary. A 
copy of the summary shaU be given to 
the subject or the representative, in 
addition to a copy of the "short 
form." . . .. 

(c) An lRB may waive die 
requirement for tlle investigator'lo 
obtain a signedconsent form for S6me 
or all subjects if it finds either: 

(I) That the only record linking rhe 
subject and the research would be the 
consent document and the principal 
risk would be potential harm resulling 
from a brea.;;h of confidentiality. Each 
subject will be asked whether the 
subject wants documentation linking 
the subject with the research, and the 
subject's wishes will govern; or 

(2) Th!*~. th~J~~~;arth pre~nts_J1o 
more than mfnim~[ ri:;k of harm to 
subjc:\:~S (lnd -~nvq!,):cs . no p~ocedu~s 
for ~tndl wr!tt~.O .. 'i9!l~J}lJJ !'li.U'triidly 
requ&red outsu'le of the re8earch 
context. 

In cases where the documentation 
requirement is waived, the IRB may 
require the investigator to provide 
subjects with a wrinen statement 
regarding the re:>earch. 

§ 46.118 Applications and 
proposals lacking definite plans ror 
lntolvement or human subjeds. 

Certain types of applications for 
grants, cooperacive agreements, or 
contracts are submitted to the 
Department with the knowledge that 
subjects may be involved within the 
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period of funding, but definile plans 
would not normally be set forth in the 
application or proposal. These 
include activities such as institutional 
type grants (including bloc grants) 
when: selecrion c>f spr::cific projects is 
the institution's responsibility; 
re.">earch training grants where the 
illctivi!ies involving subjects remain to 
be selected; and projects in which 
human subjects' involvement will 
depend upon completion of 
inslruments, prior animal studies, or 
purification of compounds. These 
applications need nor he reviewed by 
an IRB before an award may be 
made. However, except for research 
described in § 46.10!(b), no human 
subJects may be involved in any 
project supported by these awards 
until the project has been reviewed 
and approved by the IRB. as provided 
in these regulations, and cerhfication 
~'..thrnitted to rhe DcpartmcnL 

§ 46. 119 Research undertaken 
without the intention of imwlving 
human subjects. 

In the event rcscan:h h:onductcd or 
funded by the Departm~::ntl is 
un1h~rtaken "'ithout the intention of 
invt)lving human subjects, but it is 
later proposed to use human suhjccts 
in the rr!senrch, the research shall first 
be reviewed :.wd :1pprovcJ by an IRB, 
~i!• pru\'idcd in these regulations, a 
certification .\Uhrnlt!ed 10 lhc 
Dcpartmclll, .md fino.d approval given 
to the proposed .:h:~nge by the 
Departrnem. 

§ 46.!20 E~aluation and 
dispo~oilion of applications and 
proposuls. 

Cll The Secretary will evaluate all 
~~pplications and proposals involving 
human ;uhjccts submiHed to the 
Dc:partmcnt through such officers and 
employees of the Department and 
~!Kh experts and consu!t;mts as the 
s~crt:lary determines to be 
appr. •priat••. This evaluation will lake 
lflto consideration the risks 10 the 
·;ubt~:"cts, thl.! adequacy of protcctwn 
ag~unst lht~se rhks. the potential 
hcndi!s tJf the propt)SCd rc~c;trch In 

the subjc:ct" and others, and the 
importance of !he knowfedg(~ to he 
gained. 

(b) On !he basis of this evaluation. 
lhe Secretary may approve or 
disapprove the applicalion or 
proposal. or enter into negotiations to 
develop .111 approvable one. 

I 46.121 lnva-~ligntionai new drug 
or deviet~ JO.-day dday requirement. 

When an institution is required to 
prepare or to ~ubmit a certification 
with an <lpplication or propo~al under 
these regulations., and the application 
or proposal involves an 
investigational new drug (wit.hin 1he 
meaning of 21 U.S.C. J55(i) or 
357(d)) or a significant risk device (as 
defined in 21 CFR 8l2.3(m)}, the 
ins.tiuuion shall identify the drug or 
device in the J.:ertification. The 
inr.tilution shall ;sho slate whether the 
30-day interval required for 
investigational new dru~s by 21 CFR 
Jl1. l(a) and for significanl risk 
devices by 11 CFR 812.30 has 
elapsed. or whether tht" Food and 
Drug Administration has waived that 
requirenwnt. If the 30-Jay intt·:-v<.~l 

ha~ expired, tht• institution ~hall stak 
whether the Food anJ Drug 
Administratiun has requested that 1h~ 
s•1onsur continue to withhold 1>r 
reslrict thl! usc of th1: drug tJr Jev kc 
in human subj~·t.:ts. lf the )0-·day 
interval has nol cxpirl·d, and a v.>~iver 
has not been received. rhc in\ti!ution 
shall send a st;llemeru !d the 
Department upon expiration of the 
interval. The Department will fll)! 

considt~r a ccnifkation an.:cptahlc 
until the institutiOn has submiued a 
statement !hal the .30-tlay inrerval has 
elapsed, and tt11: Food and Drug 
Administr;,ttiun ha:i not requested 11 to 
limit !he us~~ of the drug or device, or 
that the Food and Drug 
Administration hils watvcd the 30-·day 
interval. 

§ 46.12.2 lJs~: of t'edt•ral funds. 
l~cda .. ll iumh administered hv 1h:· 

[kpJr!menl may not he np<·nJ~·d fnr 

research tnvol\':ng lmrnJh ~uhjecrs 
unless rile rcqutr,~nH:nl uf the~c 

regulalions, including all subparts of 
these regulations, have been satisfied. 

§ 46.12.) Early termination fllf 
research funding; evafuation of 
subse>tluent applications and 
proposals. 

(a) The Secretary may require that 
Department funding for any proj-ect 
be terminal.ed or suspended in the 
m:mnoer prescribed in applicable 
program requirements, when rhe 
Secretary finds an institution has 
materially fail.ed 10 comply with the 
term-; of these rl!gulations. 

(b) In making decisions about 
funding applications or proposals 
covered by thl!sc regulations the 
Set~retary may take into account, in 
addition 10 all other eligibility 
requiremenu and program criteria, 
factors sud! as whether the applicant 
has been subject lo a termination or 
su~pen~iun under paragraph (a) of um 
section and wherher the applicant ot 
the person who would direcr the 
scientific :md technical aspects of an 
activity has in the judgment of the 
Secrer:.~ry m<llerially failed to 
disrh:.nge responsibility for the 
prnte\.·tion of the rights and wclfar.: of 
human subjects (whether or no1 
Dt:panment fuilds were involved). 

J 46.124 Conditions. 
With respect to any research 

project or any dass of research 
proJects the Secretary may impose 
additional conditions prior to or al the 
time of funding when in rhc 
Secrelary 's judgment additional 
conditions arc necessary for the 
protcrtion of human subjects. 

Suhp<trt R--Addhlnnal Protections 
Pcrtuining to Research 
Uevelopment, and Rei:~ ted 

·Activities frivo~vhig Fetuses.·· 
Pregnant Women, and Human In 
Vllro Ferlflization' 

Sm:Ro. _.() t'R <H~l!. Autt. !!. 1975.4:\ FR 
175!1, JJnuuy II. 1978, ~.1 f·l{ 
)J ~5'1, !'>J,"·,:mh,,r 3. J'P11 

§ 46.20 I Applicability. 
(a) The r,:gu!ations in this ~uhpart 

are appLr;1hk to all Department of 
Hc:dth. EducJ.tion, aml Wdf.ut: 
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grants and contra.:t supporting 
research, development, and related 
a~tivities involving: (I) Th•! fetus, (2) 
pregnant women, and ( 3) human in 
ritro fertiliz<ttion. 

(b) Nothing m this subpart shall be 
construed as indicating tha! 
comp! ianc~ with I he procedures set 
forth herein will in any way render 
inapplicable perrinenl State or hlcal 
law~ hc~1ring upon activities .;overed 
by this subpart. 

(c) The requirements of this 
subpart are in addition to those 
imposed under the other subparls of 
this part. 

§ 46.202 Purpose. 
Jt is rhe purpose of this subpart to 

provide additional safeguards in 
reviewing activities to whi•:h this 
subpart is applicable to assure that 
they conform to appropriate ethical 
standards and relate to irnportan~ 
societal needs. 

§ 46.203 Dt-flnitions. 
As used in this subpart: 
(a) "Secretary" means t!'le 

Secretary of Heahh, Education, and 
Wdfare and any other officer or 
employee of the Department of 
Health, Education, .and Welfare to 
whom authority has been delegated. 

(b) "Pregnancy" encompasses the 
period of rime from confirmation of 
impl<mtation (through any of the 
presumptive signs of pregnancy, such 
as missed menses, or by a medically 
acceptable pregnancy tesr), until 
expulsion or extracrion of the ferus. 

(c) "fetus" means lhe produ~~~ of 
conception from the time of 
implantation (as evidenced by any of 
rh..: presumptive signs of pregnancy. 
such as missed menses, or a 
medically acceptable pregnancy test). 
until a dc(emlina!ion is made, 
following explusion or extraction of 
fhe fetus, that it is viable. 

(d) "Viable" as it pertains to the 
fctu!> means being able, afler eirher 
sp;lntancous or induced delivery, to 
survive (given the benefit of available 
medical therapy) to the point of 
independently maintaining heart 

beat and rcspirati~.m. The Scaclary 
may from t1mc !o lime. taking into 
,JCcount medical advances, publish in 
the FEIWRAL R f.(i!STER guidelines 
to assist in determining whether a 
fetus is viable for purposes of !his 
subpart. U a fetus is viable after 
delivery, it is a premarure mfant. 

(e) "Nonviable fetus" means a 
fetus ex utero which, although living, 
is not viable, 

(0 "Dead fetus" means a fetus ex 
utero whkh exhibits neither 
heanbcat, spontaneous respiratory 
activity, spontaneous movement of 
voluntary muscles, nor pulsation of 
the umbilical cord (if still attached). 

(gl "In vitro fcnilization" means 
any fertilization of human ova which 
occurs outside the body of a female, 
either through admiuure of donor 
human spcmt and nva or by any other 
means. 

§ 46.204 ~Ethical Advisot'y· 
J~oards. ' 

(a) One 0t more Ethical Advisory 
Boards shall be established by the 
Secretary. Mcmbt!rs of tht~se board{s) 
shall be so selected thai the boanl(s) 
will be compe!em to deal v•ith 
medical, legal, sociill, elhical. ~md 
related is.sut.:s and may include, for 
eumple, res~:.arch scienrists, 
physicians, psychologists, 
sociologists, edu~.~arors. lawyers, and 
ethicists, as well as representatives of 
the general public. No board member 
may be a re1:ular, full-time employee 
of the Departmt:llt of Health, 
Education, :~nd Welfare. 

(b) A! tht~ request of the Seaetary, 
the E1hical Advisory Board shall 
render ;.'dvice consistent with the 
policies and requirements of this Part 
as to ethical issues, involving 
activities covered by this subpart. 
raised by individual applications or 
proposals. In addition, upon request 
by the Secretary, the Board shall 
render advice as to classes <lf 
applications or proposals and general 
policies, guidelines, and procedures. 

(c) A Board may establish, with 

the approval of the Secretary, classes 
of applications or proposals which: 

(I) Must be submitted to the Board. 
or (2) need 1101 bc submiUcd to the 
Board. Where the Board so 
establishes a. class of applications or 
proposals which must be submined. 
no application or propl)sat within the 
class may be funded by the 
Department or any component thereof 
until the: application or proposal has 
been reviewed by the Board and the 
Board ha.s rendered advice as to ita 
acceptability from an ethical 
standpomc. 

(d) No application or proposal 
involving human in vitro fcrtilizacion 
muy be funded by the Department or 
any component thereof until the 
application or proposal has been 
reviewed by rhe Ethicil Advisory 
Board and the Board has rendered 
advice as ro its a.cccptability from an 
ethical standpoint. 

I 46.205 Addldoul dutks ol. 
lnstttutiOuflteYI.tiw -Boardt fn 
connedioa wtth activities 
invo.lvin.: fetuses, pregnant 
women. or human in vitro 
fertilization. 
(a) In addition to the 

responsibilities prescribed for 
Institulional Review Boards under 
Subpart A of this part, !.he applicant's 
or offeror's Board shall, with respect 
to activities covered by this subpart, 
carry out the following addilional 
duties: 

(I) Determine chat all aspects of 
the activity meet rhe requirements of 
this subpart; 

(2) Determine th.at adequate 
consideration has been given to che 
manner in which potential subjects 
will be selected, and adequate 
provision has been made by the 
applkan1 or offeror for monitoring 
the actual informed consenf process 
(e.g .• through sud1 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 secured either by 
approving induc£ion of each 
individual into the activity or 
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verifying. perhaps through sampling, 
that approved procedures for 
induction of individuals into the 
activity are being followed, and (ii) 

monitoring the progress of the 
01ctivi1y and intervening as necessary 
through such seeps as visits co the 
activity site and continuing evalua[ion 
to dderminc if any unanticipated 
risks have arisen); 

(3) CatTy ou1 such other 
responsibilities as may be assigned by 
the Secretary. 

(b) No award may be issued until 
the applicant or oiferor has certified 
to the Secretary !hal the lnsrirutional 
Review Board has made the 
determinarions required under 
paragraph (a) of ahis section and the 
Secretary has approved these 
determinations, as prov.ided in 
§ 46.120 of Subpart A of this part. 

(c) Applicants or offerors se~king 
support for activities covert~d by this 
subpart must provide for the 
d~signa!ion of an Institutional Review 
Board, subject to approval by the 
Secretary, where no such Board has 
beer1 esrablished unJer Subpart A of 
rhis pari. 

§ 46.206 G.:neral !imitatiou.~. 
(a) No activity to which this 

subpart is applicable may be 
undcnaken unless: 

(I) Appropriate !•tudies on animals 
and nonpregnant individuals have 
heen complc:ted; 

12) Except where the purpose of 
the activity is to meet the health 
nt'eds of thl! mother or the particular 
fetus, the rbk to the fetus is minimal 
and, in all cases. is the kast possible 
ris~ for achieving !he objectives of 
the activity. 

(3) Individuals engaged in the 
activity will have no part in: (i) Any 
dn:iswns as to the timing, method, 
and procedures u~<:d to terminate the 
pregnan.:y, and (ii) determining the 
VIability of rhe fetus at the 
termination of the pregnancy: and 

(4} No prm;edural changes which 
may cause greater !han minimal risk 
lo the fetus or the pregnant woman 
will he introduced into the procedure 

for terminating ttu~ pregnancy solely 
in the interest of the activity. 

(b) No inducements, monetary or 
otherwise. may be offered to 
terminate pregnancy for purposes of 
the activity. 
140 FR 33528. Aug. 8. l9'7S. a.~ amended a! 
40 FR 5163!1. No,·. 6, 197!1) 

§ 46.207 Activities diret:ted 
loward pregnant women as 
subjccls. 
(a) No prcgnunl woman may bt: 

involved as a l>Ubject in an activsty 
covered by this ~;uhpart unless: (I) 
The purpn~t: of the activity is 10 mt.·et 
the health lll~cd~ of the mother and the 
fetus will be placed at risk only ro 1he 
minimum extent necessary to meet 
such needs, or (2) the risk to the fetus 
is minimal. 

(b) An activity permitted under 
paragraph (a} of this section may be 
conducred only if 1he mother and 
father are legally cumpetent and have 
giv~n 1h1:1r informed consent alter 
having been fully informed regarding 
possible irnpa~o:t on the felus, e.\cept 
that the father's informed conl>ent 
need not be sc:cured if: (I) Th1! 
purpose <Jf the at.:tivity is to rncet the 
health nl.'eds of the mother; (2) his 
identity or whereabouts cannot 
reasonably he as~·crtained; (3) he is 
not reasonably available; or (4) I he 

pregnancy resulted from rape. 

§ 46.208 Al('tiwihes directl•d 
toward ietU!it'~ In utero as 
subjects. 
(a) No fetus in Mero may be 

involved a~ a suhjecr in any activity 
covered by thi~ subpar€ unless: ( l) 
The purpose of the aclivity is to meet 
the health needs of the particular fetus 
and the fetus will be placed at risk 
only to the minimum e.xtent necessary 
to ntl!'ct su~.;h needs, or (2) the risk to 
the fews imposed by !he research i~ 
mmimal and the purpose of the 
activity is the d~velopmcnl of 
important bi1Jmedi<.:al knowlcdgt~ 
which cannot be obtained by other 
means. 

(b) An activity permitted under 
paragraph (a) of !his section may be 
conducted only if the mother and 

father are legally compete.nc and have 
given their informed consent, except 
that the father's consent need nor be 
secured if: (I) His identity or 
whereabouts cannoc reason~bly be 
ascertaint:d. {2) he is not reasonably 
available, or (3) the pregnancy 
resulted from rape. 

f .ui.209 Activities directed 
tOWilrd fetUSt!$ U: Utt!ro, 
including nitnviable fetuses, :u 
!lubjects. 
(a) Until it has been ascertained 

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

(I) There will be no adikd risk to 
the fetus resulting from the activily, 
and the purpose of the aclivity is lhc 
development of imponanr biomedical 
knowledge which cannot be obt.ained 
by uther means, or 

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

(h) No nonviable fetus may be 
involved as a subject in an activity 
covered by this subpart unless: 

(I) Vital functions of the fetus wilt 
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 activiry is 
the development of important 
biomedical knowledge which cannoc 

be obtained by other means. 

(c) In the event the fetus a utero 
is found to be viable, it may be 
induded as a subject in the activity 
only to lhe extent permiued 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 rnother 
<~m.l father are legilly compctenc an(l 
have given their informed consent, 
r;:xcept that the fa,her's informed 
wnsenl need not be secured if: (I} his 
identity or whereabouts cannot 
re<tsonably be ascertained, (2) he is 
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110( reasonably available, or en the 
pregnancy resulted from rape. 

§ 46.110 Activities Jnvolving Ute 
dead fetus, fetal materhal, or tb~ 
placenta. 
Aclivities involving the dead fetus, 

mascerated fetal material, 01 cells, 
tissue, or organs excised from a dead 
fetus shalt be conduClcd only in 
accordance with any applicable Stale 
or local laws regarding such 
activities. 

§ 46.211 Modification or wai-ver 
of specific requiremenrs. 
Upon the request of an applicant or 

offeror (wilh the approval of its 
lnstitt.uional Review Bo~rd), the 
Secretary may modify or waive 
spc.-cific requirements of this subpart, 
with the approval of the Ethical 
Advisory Board after such 
opportunity for publk comment a~ 
the EthicJI AdYisory Boa1·d con.si(krs 
appropnate in the pani~~u!..u- mstance. 
In making such dcciswns. 1h-_~ 

Sc,;rctary wrll consider whether <he 
risks to the subject arc .so ou•w.~1ghed 
by tht~ sum of !he benefit to the 
\Uhjc..:t and the imponam:c of the 
~n.mkd~t: w bt: gained as to warrant 
'ud1 nhk.lil"~>:allon or waiver ant! rha! 
~uch hcndits c:wnot be gainc'd except 
thrclu~~h a modifi..:ation or waiYer. 
Any ~u .. :h modit'i<..:ations or wai\'ers 
will tlc published as noticcs in the 
FrOHtAt. RE<~!.'iHR 

Subpart C-Additional Proh~ction.o; 
Pertaining to .Riomedlcal and 
Bchavior.tJ Research Involving 
Pri~ ll!1 Subj~-t11 

S,>uH·c:, 43 FR. :i:\655. Nnv lll. 1971\ 

§ 4td0i :\pplicuhility. 
(a) The regulations in this subpart 

i.lrc i.lpplicable to all biometlicai and 
behavioral research conducted or 
-,uppnrted by the Department of 
lka1th, Education. and We! fan~ 
invn!vmg prisoners as subjecb. 

lhl Nothinr. in this subpart shtlll h1' 
.:\lnstrucd ;n indic:1ting !hal 
~·~'mpktnce with the procedures !ol!l 

forth hcrdn will authorize research 
inH'Iving pri·wncrs as subjects. to the 
c,qenl ~uch research is limited or 

45 CFR. 46 ·--·------,-_, ___ " _____________ _ 
barred by applit·able State or lonl 
law. 

(c) The requirements of this 
subpart ar.e in addition to those 
imposed under the other ~ubparts of 
this part. 

§ 46.302 Purpose. 
Inasmuch as prism1ers may be 

under consrrainrs because of their 
incarceration which could affect their 
ability to make a cruly voluntary and 
uncoerced dech;ion whether or not to 
participate as subjects in research, it 
is the purpose of this subpart to 
provide additional safeguards for rhe 
prolccrion of prisoners involved in 
activities to which this subpart is 
applicable. 

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

Secretary of Health. Edw.;ation. and 
Welfare and any other offkcr or 
employe'! of the Department of 
Health, Edu~ation, and Welfare I.J 

whom aurhority has h!!cn dekgatcd. 
(b) "DHEW" me-ans ihc 

Departmt~nt ol Hl•:tlth, EJu;;:.~tion. 

anJ Welfare. 
(c) ''Prisoner" means any ' 

:liidividual in'loluntarily confined ot 
detaincd'ln a penal institutioi1.' The 
ac~m is'i'ntended 'to.encompass ·; _, 

I - • ~ "' ~ 

indivaduals sentenced to such an 
institution under a criminal or civH 

-~~tute, \n&~idual~'"delained in oih~i 
f~iHties. bY," yirt~e .of sta\ut~s 9f . · 

· commitmesu .. proceduresc which, 
'"jirovide 'afterutlves to'eriminaJ· 
pro~c~utfo~·.:~r incar~cration. in 'a • 
~penal institution, .ftl\~ individuals 
detained JIC:nding arraignment. rriaJ. or "sentendn!!!: ;. ' . 

(d) "Minimal risk" is the 
probabilit~ and magnitude of physical 
or r~ychnlog ical harm that is 
normally t:n..:ountered in the daily 
lives, or in the routine medical. 
dental, ~1r psychological c;~~amination 
of hcahhy pcrsnns. 

§ 4t).30.' Composition uf 
Institutional Review Boards 
wher4! prisoners arf' invollfcd. 
In addition to satisfying the 

requirements in § 46. 107 of this part, 
an Institutional Review Board, 
carrying out responsibilities under 
this part with respect to research 
covered by this subpart, shall also 
meet the following specific 
requirements: .. ~ .. 

(a) .A majority~~~~ Board.~.--~ 
(excJusive'Of priwnef members) thai 
have. no u'SOCiadon with the prison(i)'i 

' ' ' • ' < ~- ••••• ~ ._,"" • 

in.~lvcd. M'l.ft from tb~:it .. ,· -. .. ..-{~ 
membership on the Board: •'"1' 

(b) At _leas! .. ~!.r:'~~~~.~UJlJ: 
!,e~.!..~.~~ai~.J,l~.S!?~er 1 . ~ ... ·~, 
pn10aef.iepn:sc:ntati~ith. /l'.-

appropnate. ~ackground and ·"4? 
experience to serve in lfumt capacity, 
except that where a particular 
research project is reviewed by more 
than one Board only one Board need 
satisfy this requirement. 

§ 46.305 Addltluul duties of the 
ln:.tltuUonai Review Boards 
where prisoners are irnolnd. 
(a) In addirion to all other 

responsibilities prescribed for 
lmtitutional Review Boards under 
this part, the Board shull review 
rescan:h covered by this subpart and 
approve such rc~.earch only if it finds 
thai,: 

( l) The research under review 
represents one of the categories of 
research 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 car~;, quality of 
food. amenities and opportuniry for 
earnings in the prison, uc. nol of such 
a ll'Wgnitude. t.hat bit• or her ability tQ. , 
weigh the·risk$ of the research. a pins!.~ 
the value or ~uch.'advantages in the 
limited choice environment of the 
prison is impaired; 

(3) The risks in'Volvcd in the 
research arc commensurate with risks 
thai would he accepted by 
nonpnsoncr volunteers; 

( 4) Pro<:edures fQr the sele~tion of 
subjects within the prison are fair to 
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all prisoners and immune from 
arhilrary imervention by prison 

t au!horities or prisoners. Unleu the 
~ principal investigator provides to the 

Board justifK:ation in writing for 
following some other pro;;:edures, 
control subjcdl.. miJ.Il be select:d 
randomly flom the group of availabl~ 
prisoners who meet the characterisrics 
needed for rhat particular research 
proje,:r; 

(5) The iuformarion is presenred in 
language which is understandable to 
the subjecl population: 

(6) Adequate assurance exis~~ thai 

parol~. bo.~l!:~.l.~;~)j.q~Q~. 
~ecetu1t a priioner 'li partldpadon in 
the research in making decisions 
regarding parole, and each prisoner i~ 
dearly intorrned in advance that 
participarion in the research will have 
no effect on his or her parole; 1md 

( 7) Where the Board finds there 
m<.1y b~ a n~c:d for follow-up 
exanun<1tion or can: of participams 
aflt:r the end of their panicipation. 
adcquah: provision has been made for 
such examination or care, taking into 
;u.:count ua: varying lengths of 
individual pri~>oners · sencences, and 
for iniurming parlicipan!s of this fact. 

(b) The Board shall carry out such 
•.llhcr duties as may be assigned by 
the Secretary. 

~ d The instill! lion shall certify to 
rhc Secretary, in su,:h form and 
m:.mnt:r as thl! Secretary may require, 
1h.11 the duties of the Board under this 
section have been fulfilled. 

§ 4f..J06 Penr:t!ttcd resu!'Ch 
- "'".' ·- f 

ll'lwoivin& prbooen.' 
(a) Biomedical or behavioral 

n:search conduc!ed or ~;upportt~d by 
DH E \\' may involve prisoners as 
l>UhJe~rs only if: 

( ll The insLi!ution responsible for 
t.hc--~.~onduct of the research has 
cerr i fied 10 the Secretary that the 
ln!>£i!lltional Review Board has 
approved the reS<:arch under § 46.305 
of this ~ubpart; and 

"-"' 12) In the judgment of the 

Secretary the proposed research 
involves solely the following: 

(A) Scudy of the poss1ble causes. 
effects, and processes of 
incarceration, and of criminal 
behavior, provided that the study 
presents no more than minimal ri~;k 
and no more than ioconvt!nience to 
the subjects; 

(D) Study of prisons as institutional 
srrucwres or of prisoners as 
incarcerated per~ons, provided that 
the study presenls no more than 
minimal risk and no more than 
inconvenience to rhe subjecrs; 

f(') Rescrm·h tHI nmdi1ion~ 

particularly a!lecling prisoners as a 
class (for e.umple, vaccine trials and 
other researdt on hepatitis which is 
much mor~;; prevalent in prisons than 
elsewhere: and research on ~ocial and 
psychological problems such as 
alcoholism, drug addiction and sexual 
assaults) provided that the study may 
proceed only after the Secretary has 
consulted wich appropriate experts 
including experts in penology 
medicine and cthi\:s, and published 
notice. in the FEDERAL REGIS HR. 

of his intcn! to approve such re:->ean:h; 
or 

(D) Research un practi~·es, both 
innovative anJ ac:ct>pt.-:d. which have 
the intent and reasonable pwhabil ity 
of improving the hcal!h or well­
being of the ~Ub_1ect. ln case~ in 
which those studit•s require the 
assignment of prisoners in a manner 
~.~onsistcnt with pro!ocols approved by 
the IRB 10 control groups which may 
not bent~fll fr(lrn the rcscar.::h, !ht~ 

study may proceed only after the 
s~-ncwry has .. .-onsulied wifh 
appmpriate experh, including ~:xpcrts 
in Pl'nology medicine and ethin. and 
published notice, in the FEnER\L 

R f.G!SHR, of his intentlo approve such 
rese;.~rch. 

(b) Except as provided in 
paragraph (a) of t!m section. 
biomedical or behav1oral research 
conducted or suppor!cd by DHEW 
shall not involve prisoncr.s as 
subjc~.:ts. 

Subpart D-Addtti!MW Protec:Uoal 
~~ at.Udn!8 w~ u SaRPJtdlw 
~ 

Source:« Pit 91118, Marc:h II, 1913 

§ 46.401 To what do these 
replatfoas &tJply? 

(a) Thi.<> subpart appHe:~~ to an 
research involving children as 
subjects, conducted or supported by 
the Department of Health and 
Human Servic:ea. 

(1) Thi!l includes rem1rch 
conducted by Department 
employees, except that each head of 
an Openatiug Dlvi~iun uf I he 
Department may adopt such 
nonsubstantive, pr~ural 
modifica.tiont a-. may be appropriate 
from an adminifitrative standpoint. 

(2) It also includes re!!Cacch 
conducted or supported by the 
Department of Health and Human 
Servic-es outside the United Statn, 
but in appropriate circumstances. the 
Secretary may, under paragraph (e) 
of §4f.l.l01 of Subpart A, waive the 
applicability of some or aU of the 
requirements of these regulations for 
research of this type. 

(b) Exemptions (1), (2), (5) and (6) 
as listed in Subpart A at §46. lOt (b) 
are applicable to this subpart. 
Exemption (4), n:~;...::arch involving 
the observation of public behavior, 
listed at § 46.10l(b), is applicable to 

this subpart where the investigator(s) 
does not participate in the activities 
being observed. Exemption (3), 
research involving survey or 
interview procedures, listed at 
§46.10l(b) docs not apply to research 
covered by this subpart. 

(c) The exceptions, additions. and 
provi,ions for w!Uver as they appear 
in paragraplVJ (c) through (i) of 
§ 46.10 I of Subpart A are applicable 
to this subpart. 

§ 46.402 Definitions. 
The definitions in § 46.102 of 

Subpart A shall be applicable to this 
subpart as well. In addition, a.'i used 
in this subpart: 

R I 2000/08/08 . CIA-RDP96-00788R001700250001-7 Approved For e ease · 



P~g~~~roved For Release 2000/08/08 : CIA-RDP96-00788R001700250001-7 45 CFR 46 
-~ --··-----··---·---··-·- -------------

(a) ~'Child.n:n~~~•re persons who 
have not attained the legal age for 
consent to treatment'§ or procedures 
involved in the research, under the 
applicable Jaw of the jurisdiction in 
which the research will ~x~ 
conducted. 

(b) ••A~&~.~t" means a child's 
affimuttive agreement to participate 
in research. Mere failure to object 
should not, absent affirmative 
agreement, be constn1ed as assent 

(c) "'Penniuion'" means the 
agreement of parent(s) or guardi01u to 
the participation of their child or 
ward in research. 

(d) .. Puent" means a child'~ 
biological or adoptive parent. 

(e) "GUMdian .. :means an 
individ!Ul who is authorized under 
applicable st:tte or local Jaw to 
consent on behalf of a child to 
general medical care. 

§ 46.4a3 IRB duties. 
ln addition to other responsibilities 

assigned to IRlb under this part, 
each lR B shall review research 
covered by this subpart and approve 
only research which satisfies the 
conditions of all applicable st:ctions 
of this subpart. 

§ 46.404 Re~teNdl . .aOtirATohlaa 
ll'~ter.dlaa mwimll risk.. -· 

HHS will conduct or funJ 
research in which the IRB nnds that 
no greater than minimal risk to 
ehildren is presented, only if the JRB 
finds that adequate provisions are 
nw.dt~ for soliciting the assent of the 
children and the permission of their 
parents or guardians, as set forth in 
§46.406. 

§ 4-6.405 R~ W'fohing greatf'r 
diu adl!l!bMl risk bUt prueatfna the 
pN»ptld at dlnd baeftt to the 
hwlbirlual aabjecU. 

HHS wiU 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 
prospecr of direct benefit for the 
individual subject, or by a 

monitonng procedure that is likely to 
contribute to the subject•s well-being 
only if the IRB finds that: 

(a) The risk is justified by the 
anticipated benefit to the !!Ubjects; 

(b) The (elation of the anticipated 
benefit to the risk is at least as 
favorable to the subjects as that 
presented by available alternative 
approachc:s; and 

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

§ 46.406 Research invohing greater 
than minimal risk amf no prospect of 
dltKt b.encftt to indiYidual subjects, 
but likely to y!eld generalizable 
knowledge about tbe subject•s disorder 
or condition. 

HHS will conduct or fund 
research in which the fRB finds that 
more than minimal risk w children is 
presented by an intervention or 
procedure that does not hold out the 
prospt.~t of direct benefit for the 
individual subject, or by a 
monitoring procedure which is not 
likely to comribure to the well-being 
of the subject, only if the IRB finds 
that: 

(a) The risk represents a minor 
increase over minimal risk; 

(b) The intervention or procedure 
pre~nts experience!! to subjects that 
are reasonably commensurate with 
those inherent in their actual or 
el\pected medieal, dental, 
psychological, social, or educational 
situ at ion~;; 

(c) The intervention or prn<:edure 
is likely to yield generalizable 
knowledge about the subject.>' 
disorder or condition whkh is of 
vitaJ importance for the 
understanding or amelioration of the 
subjects' disorder or condition; and 

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

§ 46.407 Resesrdl aot othenriM 
apptoYable wbidt preseuts au 
opportunity to undentud, prevent; or· t).· 
alleriate a serious problem. affecting 
the health or wdf.ve of dUidrn. 

HHS will conduct or fund 
reseatch that the !RB does not 
believe meets the requirements or ' 
§ § 46.404, 46.40S, or 46.406 only if: 

(a) The IRB finds that the research 
prellent!l a reasonable opportunity to 
further the undentanding, 
prevention, or alleviation of a serious 
problem affecting the health or 
welfare of children; and 

(b) The Secretary, after 
consultation with a panel of experts 
in pertinent disciplines (for eumple: 
sdence, medicine, education, ethics. 
law) and following opportunity for 
public review and comment, hf.U 
determined either: (I) That the 
research in fact satisfies the 
conditions of § § 46.404, 46A()S, or 
46.406, as applicable, or (2) the 
following: 

(i) The research presents a 
reuonable opportunity lO further the •' 
understanding, prevention. or ~ 
alleviation of a serious problem 
affecling 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~tt for 
~Oil S.y parents or guardi&Dtl 
ud for U&ebt by cltlldren. 

(a) In addition to the 
detenninations 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 in the judg,mcnt of the IRB the 
children are' capable or proVidina' 
assent. In determining whether 
children are capable of assenting. the. 
IRB shall take into ~t ilil! aaer.,; 
maturity, and psychological state of e 
the children involved. This judgment 
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may be made for sU children to be 
involved in research under a 

Nlu1icular prot'-'ICOI, or for each child, 
. ~:.?as the IRB deems appropriate. If the 
'-:" IRD dt:termines that the capability of 

some or a.U of the children is so 
limited that they cannot rea.sonably 
be consuhed or that. the intervention 
or procedure involved in the 
n;.-seardt holds out a prospect of 
direct benefit that is important to the 
health or well-being of the children 
and i.<t available only in the context of 
the research, the assent of the 
children is not a necessary condition 
for proceeding with the research. 
.Even where the IRB determines that 
the subjects are capable of assenting, 
~ lRO may still waive the assent 
requirement under circwxwance:a in 
which 001aent may be wl.lived in 
ar..cord with 146.116 of Subpart A. 

(b) In addition to the 
determinatinns re<{uired under other 
applicable s.r:x:rions of this subpart, 
the IRH shaH determine, in 
:.tel:mdancc with and to the extent 
that consent is required by§ .fti.llb of 

~ Subpan A, that adequate provtsions 
ue made for soliciting the permission 
of e:u.:b child's parents or a;uudian. 
\\'here parental permission is to be 
obtained, the lRD may find that th«: 
pt~rmi!.s.ion of one parent is suffident 
fur research to be conducted under 
§ § 46.404 or 46.405. Where research 
i1> covered by U 46.406 and 46.407 
and permission is to be obtained from 

parents. both parents must give their 
permission unless one parent is 
deceased, unknown, incompetent, or 
not reasonably available, or when 
only one parent hu legal 
responsibility for the care and 
custody of the child. 

(c) In addition to lhe provisions for 
waiver contained in f 46.116 of 
Subpart A, ifthe IRD detcrmim::s that 
a research protocol is designed far 
conditions or for a subje~~t population 
for which parental or guardian 
permission is nor a reasonable 
requirement to protect the subjects 
(for example, neglected or abust'\.1 
children), it may waive the consent 
requiremcltts in Subpart A of this 
part and paragraph (b) of this sa:tion, 
provided an appropriate mechanism 
for protecting the chiJdrc-n who will 
participate LtS subjects in the research 
is substituted, and provided further 
that the waiver is not im.:onsistenl 
with federal state or local law. The 
choice of an a.ppropriate mt.'Chanism 
would depend upon the natun: and 
purpose of the activities described in 
the prmocol, the risk and anrkipated 
b~ndit to th~ research subjects, and 
their age, mawrity, status, and 
condition. 

(d) Permission by p<~:rents or 
guardi.ans shall be~ documcmed in 
accordance with and to the extent 
required by § 46.! t 7 of Subpart A. 

(e) When the IRB delermint."S that 
assent is required, it shall also 

detennine whether and how asseftt 
must be documented. 

§ <46.409 w ...... 
(a) Children who are wards of the 

state or any other agency, institution, 
or entity can be included in research 
approved under §I 46.406 or 46.407 
only if such research is: 

(i) Related to their SUltus as wards; 
or 

(2) Conducted in schools, camps., 
hospitals. institutions, or similar 
settings in which the majority o( 

children involved as subjec;ts are nor 
ward:i. 

(b) If the research is approved 
under paragraph (a} of this section, 
the 1Rli shall require appointment of 
an advocate for each child who is a 
ward, in addhion to any other 
individual acting on behalf of the 
child as guardian or in loco parenti:~. 
One individual may serve as 
advocate for more than one child. 
The advocate shaH be an individual 
who has the background and 
experience to act in, and agn .. -es to act 
in. the lx-st interests of the child (or 
the duration of the cbiid's 
participation in the research and who 
is not as.<oodated in any way (except 
in the role a.'i advocate or member of 
the IRB) with !he research, the 
investigator(s), or the guardian 
orgauiz.ation. 
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HUMAN SUBJECTS 
Minimum Criteria identifying the 

Viable t'etus 

On March 13, 1973, regulations 
were published in the F EDER.t.l. 

R EGISTI:fil(40 FR 11854) rdating to the 
prorection of human subjects in 
re~e:m;h, development, and rcLtcd 
activities supported by Department of 
Health, Education, and Welfare 
~rants and contracts. These 
regulations are codified at 45 CFR 
Part 46. 

NOTICES 

Elsewhere in this issue of 1he 
FED£RAtREGISHR, the Secretary 
is amending 45 CFR Pari 46 hy. 
among orhcr thing~. adding a new 
Subnart 8 to provide additional 
protections pertaining to researrh. 
developmenl, and rela!ed activities 
involving fetuses, pregnant women, 
and in virro fertilization. 

Section 4o.203(d) of Subpart B 
provides inter alia as follows: 

The Secretary may from time to lime, 
raking into acc011nt medical advan,·cs, 
publish in !he f£UIEIAL R EGISH.II 

guidt'liltl:s to aui!l ill detenniniAI whcchcr a 
fetu) i' viable for purposes <>f this subpa~. 

This notice is published in 
accordance wiili ~ 46.203(d). For 
purposes of Subpart B, the guidelines 
indicating that a fetus o&her than a 
dead fetus within the meaning of 
§ 46.203(t) is viable include !he 
following: 
an estimated gcuarional age of 20 weeks or 
mote and a body weielu of 500 arams or 
more. 

FEDERAL RF.GJSTER, YOL 40, 
AUGUST I, 1175 

U.S. GOVCRNMENT PRINTING OFFICE 1983 0 - 406-756 
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PROCEDURE 13e EXPERIMENTATION ON HUMAN SUBJECTS FOR 
INTELLIGENCE PURPOSES 

This procedure applies to experimentation on human sub­

jects if such experimentatton is conducted by or on behalf of 

a DoD in tell ig<mce componenL This procedure does not apply 

to experimentation on animal subjects. 

1. ~~.E.~Y::-~T!].e.!2.~a~_!_o..']. in this context means any research or 

testing activity involving hwnan subjects that may expose such 

subjects to the possibility of permanent or temporary injury 

(including physical or psychologi.cal 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 Df.l_J:~!!!~l} __ o~ a DoD 

intelligence component if it is conducted under contract to 

that component or to another DoD 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. 
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3. ~~~~~subi~cts in this context includes any person 

"1hether or not such person is a United States person. 

1. Experimentation on human subjects conducted by or on 

behalf of a DoD intelligence component may be undertaken only 

with the informed consent of the subject, and in accordance 

with guidelines issued by the Department of Health and Human 

Services. setting out conditions that safeguard the welfare of 

s·uch subjects. 

2. DoD intelligence components roa.y not engage in or 

contract for experimentation on hwnan 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 (DAMI-CIC). WASH DC 20310.) 
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