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HUMAN 
SUBJECTS 

~ubparl A-BPsic.- HHS !'obey for 
j»l'Dte~tio_n .,2r ~1,1num]tesearch 
.~bjects •. 
Se.:. 
46 101 To wh.11 do 1hcse rcgulmons apply? 
46. 102 Definitions. 
46.103 Assurances 
46 I 04 Sec1ion re,ervcd 
46.105 Scclwn rcstrvcd. 
46. I 06 Sec1ion reserved. 
46 107 IRB membership. 
46. I08 !RB functions ;ind opcr~llon;,_ 
46 109 IRB review of research. 
46.110 Eapedited review procrduru for 

ccrlain kinds of research involvin11, no 
more than minimal risk, and for minor 
chan11n in approved re~carch. 

46 111 Crrtcria for IRB ;approval of 
re,earch. 

4tJ. I I~ Review b) rns111u11on. 
4h. I I 3 Su,pen'5on or tcrminatrnn of !RB 

approval of re,ear.:h. 
46.114 Cooperauvc rescar~·h. 
46.115 IRB records. 
4t, 116 General re4uiremen1s for informed 

conscnl. 
46. 117 _D0cumcn1ation of informed 

conscnl. 
46. 1111 Application, and proposals lacking 

ddin11c plans for involvemcn1 of human 
subjects. 

46.119 Rescan.:h undcnaken without the 
intcnuon of involving human subjects. 

46. J 20 Evalu.allon and di,posirion of 
applica1ions and proposals. 

46.121 lnvesl1['1etonal new drug or dewice 
30-da:, delay requirement. 

4b. 122 U ,c of federal funds. 
4o. I 23 Early termination of research 

fundin,: evaluation of ~ubsequcnt 
appllca11on~ and proposals. 

4t, l 24 Conditions. 

Subpart 8-Additional Protections 
Pertaining to Research, 
Denlopmcnt, and Related 
AC'livlales lm·olvlng t'duses, 
Pregnant Women, and Human 
In Vitro Fertilization 

Sec. 
46.201 Applicability. 
46 202 P11rposc , 
46.203 Definitions. 
46.204 Ethical Advisory Boards. 
46 205 Additional du11c, of the lnmtutional 

Review Board, in connection v.i1h 

._, i ! : , \ : f '., l .;; : ~ L · 

46.20t Grncral limit&,""'' 
40 . .:J; Atll'-lllt> dtrt'Clt(! lrH1r, iHt r:r;!r, ... r.t 

women u ~uhJects. 
41,.~vo A,11vmcs dinc1rJ w .. ·ard frl1Ho 111 

utero ai suhjcru. 
46. 209 Ai:tivities directed toward fetuses c~ 

!.!!em. including nor,viatile 1t1u~es. a, 
iUbJl~CH, 

46.210 Activiucs involvinv the dead fetus, 
fetal mutcrial. or the placenta. 

46.211 Modification or waiver of specific 
rcqu1rcmc:n1s. 

Subpart C-Additlonal P1·ore"tions 
Pertaining to Biomt-dical and 
Behavior~! Research ln1,oh--ing 
Prisoners as Subjects 

46.301 Applicabilily. 
46. 302 Purpose. 
46. 303 DcfinitionK. 
46.304 Composition of Institutional Review 

Boards where prii.oncrs arc involved. 
46. 305 Additional duties of the lnstitullonal 

Review Boards where prisuncn are 
involved. 

46. 306 Pcrm111cd 1c1ivitics involving 
prisoners. 

Subpart D-Additional Protections 
for Children ln,ol,ed as Subject, la 
Research 

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

46.404 Research not involvina areater than 
minimal risk. 

46.405 Research involving greater than 
minimal risk bul presenting the prospect 
of direct benefit to the individual subjectL 

46.406 Research involving greater than 
minin1al ri&k and no prospect of direct 
benefit to individl&I.I 1ubjects, but likely to 
yield aeneralizablc knowledge about the 
subject's disorde:r or condition. 

46.407 Research not otherwise approvable 
which praeots an opponunity 10 

understand, prevent, or alleviate a serious 
problem affecting the health or welfare of 
children. 

46.408 Requirc:mcrus for permis.iion by 
parent, or guardiam and for assent by 
children. 

46.409 Wards. 

Au1horily: ~ ll.S C JO!, sec:. 474(al, 88 

S:;;: 1'.2 (42 l'.S.C Z89/-J(~11 

45 CFR 46 

: ~',p ... rl A--Lbsic HHS h,iic) for 
Pr-oiection of Human RHnrch 
.it;uhir-ct, 

~•l!r-ce: 46 FR U&f., January 26, 1981, 4i1 F~ 
nc.S', March 4, 1911l. 

I 46.101 To what do these 
rt':;uiarions apply? 

(a) Ex.cept as provided in 
paragraph (b) of this section, this 
subpan applies to all research 
involvin~ human subjects conducted 
by lhe Depanment of Health and 
Human Services or funded in whole 
or m part by a Departmenl grant, 
con1rac1, cooperative agreement or 
fellowship. 

(I) This iricludes research 
conducted by Department employees, 
except each Principal Operating 
Component head may adopt such 
nonsub!itan1ive. procedural 
modifications as may be appropriate 
from an adminis1ra1ive s1andpom1. 

(2) It also includes research 
conducted or funded by the 
Department of Health and Human 
Services outside the United States, 
but in appropriate circumstances, the 
Secretary may, under paragraph (e) of 
this section waive the applicability of 
some or all of the requirements of 
these regula1ions for research of 1his 
type. 

(b) Research activities in which lhe 
only involvement of human subjects 
will be in one or more of the 
following 1ategories are Clltmpt from 
thesc~regulations 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 stralcgics, or 
(ii) research on the effecrivencss of or 
the comparison among foslructional 
techniques, curricula, or classroom 
management methods. 

(2) Research involving the use of 
educational tests (cognitive, 
dt:i;nostic, aptitude. achievement), if 
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•~ 1 n·ordcd rn .,u~·h a rnannc:: rhat 

,uh10.:cts cann,,t hi.' iJenlifieJ. din:c1Jy 
11r .1hr0ugh 1, 1rnrifins linkeJ lO rL, 

suhJCCIS. 
(3) l{escardt inv,,lving survey or 

inlt:rvicw procedure~, except where 
c11f of the follm~ ing conditions cx1\t: 
1 i l re!>ponses arc recorded in such a 
manner that the human subjects can 
be identified, directly or through 
identifiers linked to the subjl.'ct~. (ii) 
lhc ~ubject's responses, if t~ey 
ht·,. ;ime known outside the research, 
c,1uld reasonably place the subject at 
rl\l t1f criminal or civil liability or be. 
darn.a!!ing to 1he subject's financial 
~,anding or employability. and (iii) 
the research deals with sensitive 
aspects of the subject's own behavior. 
such as illegal conduct, drug use. 
:,ernal behavior. or u~e of alcohol. 
All research involving survey or 
interview procedures 1s exempt, 
withoul exception. when the 
respondents are elected or appointed 
public officials or candidates for 
puhl1c office. 

(4) Research involving the 
obsavation (including obscn-atiun by 
part kipants) of pub I ic behavior. 
C)lCept where all of &he following. 
rnnditi1ms i=xi~1: (i) ol;>servations are 
recorded in such a manner that the 
human suhjects can be identified. 
din:ctly or through identifiers linked 
to the subjects, (ii) the ohservatinns 
n:curded about the individual. if they 
hc'.came known outside the researdi. 
couiJ reasonably place the subject at 
risk of niminal or civil liability or be 
darnagrng 10 the subject ·s financial 
standing or employability, and (iii) 
the rescan:h deals with sensitive 
a~pe,.:ts of the suhject ·s own behavior 
~udi .L, illegal conduct, drug use. 
snual hcha"ior. or use of alcohol. 

( 5) Research involving the 
colkction or study of existing data, 
drn.:uments. records. pathological 
\pccimens. or diagnostic specimens. 
ii tht.>se sources are publicly availabk 
1H if the inform;i1ion is rt•cordcd hy 
lhl' rnvc\t1gat1)r in such a manner that 

or thmu)!h 1dent1fin~ lrnk!.'ll ll' !h~· 
SU:lJCCh. 

(6) Unic-ss 5pec:fically reqllircd by 
st;,tute (r.nu .. ;...:: q .; t,, the exlt:nl 
specified 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: (i) 
programs under the SociaJ Security 
Act, or other public benefit or 
servJce programs; (ii) procedures for 
obtaining benefits or services under 
those programs; (iii) possible changes 
in or alternatives to those programs 
or procedures; or (iv) possible 
changes in methods or levels of 
payment for benefits or services 
undt"r thr_,s~ ;rograms. 

( c) The Secretary has final 
authority to determine whether a 
particular al't1vity is covered by these 
regulations. 

(d) The Secretary may require that 
specific research activities or classes 
of research activities conducted or 
funded by the Department, but not 
otherwise covered by these 
regulations, comply with some or all 
of these regulations. 

(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 r.hey occur. 

(0 No individual may receive 
Department funding for research 
rnvered by these regulations unless 
the individual is affiliated with or 
sponsored by an institution which 
assumes responsibility for the 
research under an assunmce'tatisfying 
the requirements of this part, or the 
individual makes other arrangements 
with the Department. 

(!?) Compliance with these 
n:gulation~ will in no w:.iy remkr 
in:1pp!ic;1nlc per::n~nl feJer:11. ,t:1ti.:. 

ur loci! law\ or reg•1!a1ions. 

. ;, ~ul,,.1~rt nl tLl~~ 

n·r::1 HiPn~ contain, a separate 
\(";. !~:.jj de ... , r!h!r:!'I t(' \':hi! the suhpari 
Jppl ,c,. Rc~c:i.rch which is covered 
by n1t)::: th;.rn 0ne subp,.r1 shall 
~-rn,;pi} wrllt t1ii applicable subparts. 

(i) If, following review of 
:.r;"l:'n( ..... d ~e~~.lrch a.;;ti-.,,·iti-e3" ~l1ai .. aie 

exempt from these regulations under 
paragraph (bX6), the Secretary 
determines that a research or 
demonstrlltion project presents a 
danger to the physical, mental, or 
emotional well-being of a participant 
or subject of the research or 
demow,trauon r,roject, then federal 
funds may not be expended for such 
a project without the written, 
informed consent of each participant 
or subject. 

§ 46.102 Deflnitions. 
(a) "Secretary" means the 

St•cretary of Heal th and Human 
Services and any other officer or 
employee of the Department of 
Health and Human Services to whom 
authority has been delegated. 

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

lie 
,. ':"finclu ng 

CSmTt·aw,~;1rut. 21hif.i&e.udd. 
(d) "Legally authorized 

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

(e) .. Rc5earch ''. means a 
systematic investigation designed to 
develop or contribute to generalizable 
knowlt-dge. Activities which meet 
this definicion cons111u1e "research" 
for purposes of rhese regulations. 
whether or not they are supported or 
funded under a program which is 
considered research for other 
purposes. For eumplc, some 
"demonstration" and "service" 
programs may inchuJe research 
activities. 
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(f) "Hurta~ ~uhje::t'' m~am a 
!" 11,i' 1nJ:v1Ju~; .;t>{ll!i wtv,n, an 

~~1, ... :,::fJkH \ tit.,,,. lHC.f i)i-.... :t :-.i\l!Jn.11 It[ 

;cudenc) conduccing rc.,can:h obtains 
(_I) d,1!a 1fir11ugh i1,te",:r.ti 1~:. or 
intcrarnon "1th tht· individual. or (2) 
ich.:nti:1::bk pri\atc inf,1rma1io11. 
'"Intervention °J" includes both 
physical pr11ccdures hy which da1a ;ire 

and manipulation~ of the suhject or 

the ~ubject 's environment that arc 
performed f?r research purposes. 
''lnteractioni' · include~ 
communica1ion or interpersonal 
contact between in\'estigator and 
subject. ~·Private information·· 
induJes inr'ormaiion about behavior 
thar occurs in a context in which an 
individual can reasonably e"pcct that 
no observation or recording is taking 
place, and information which has 
been provided for specific purposes 
b:-, an individual and which the 
inJ1vidual can reasonably expccl will 
not he nmk public (for c:w.ampk, a 
medical record). Private informa1ion 
mu~c he individually identifiable 
(i.e., the identity of the subjeL'I is or 
may readily be ascertained by the 
investigator or associated with the 
information) in order for obtaining 
the inform.Ation to com,titute research 
involving human subjects. 

-~g~~=::::;=::'u.e 
GIQMIQliJfufflMWiy. Sil"·· 

~~"ffiiif!iri&& GMHWHy· 
i:nlJSbm.&Un ditty tffHf titimt~t•~ 

~.d~~,q~t:,rmnim::PllpmBl'or 
-itm:£.Jiis.\tJ!i. ·~~.!.JJCWSls. 

(h) "Ccnificationr means the 
official notification by the institution 
to the Depanment 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 dzrlilwral 
$ · · Fi · 7fC8T • : dance 

~-- C 'f' . . -~ h,. ~.,..: ( eni 1cauon 1s requ:reu w en 
the research is funded by the 
Ocpartmenl and not otherwise exempt 
in accordance with § 46. IOl(b)). 

~ 4v.H~ A•.!.11 .. trnC'e:. 
(a) Lich in ,1..;ri,,n er,i•.in·.: in 

, t.' ', .I J , 'I " , '· .... ' . 1 '.. :• t• ;~ · " '. '-; l• J ,l ~ tl l :1" 

shall provide v.rillcn a~,urJrll'r 
1.;:11t,f~~··fpry ~'.' r~:!' Sec: 1 • .'!~~:) ~?·Hi[ il 
wilt <.:l''mply w11h the rc4uir~mcnh ~c! 
frnii1 111 tt1L~\: reguiations. 

lb) ·rhc Ocpartment ~ill conducl or 
fund research covered by these 

an assurance apprnvcd as provided in 
this section, and only if the institution 
has certified to the Secretary that the 
research has been reviewed and 
approved hy an !RB provided for in 
the assurance, and will be subject to 
continuing review by the IRB. This 

"assurance shall at a minimum include: 
(I) A statement of principles 

governing lhc institution in the 
discharge of its responsibilities for 
protecting the rights and welfare of 
human subjrcts of research conducted 
at or sponsored by the in.,tiiUiion, 
regardless of source of funding. This 
may include an appropri,lle- existing 
code, declaration, or statement of 
ethical prindplcs, or a statement 
formulated by the institution itself. 
This requirement does not preempt 
provisions of these regulations 
applii;able 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 
IRBs established in accordance with 
the requirements of rhis subpart, and 
for which provisions are made for 
meeting space :md sufficient staff to 
suppon the IRB 's review and 
recordkeeping duties. 

(3) A list of the IRB members 
identified by name; earned degrees; 
representative capacity; indications of 
_i:xperience 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
timl' employee, member of f'.ovcrnini 
panel or board, stockholder, paid or 

ur,re id con<tdt;;1,t rh.- .. !''"' ir, Hi Fl 
1 ! It 111 I}(" r' h Ir \ l 1 ;, 11 hr r ,~ ! ... {' !" 7 ~~ j r n r ~; \,. 

: . ,d,l). 

(4) \'.'rillen pr.'Cc,h;;t~ which tn!: 
fJ!D \' in fo:!uv. t :; fpr c;,_~n~tt;~·ting it~ 

1nit1al .wd continuinr rrv1r-w nf 
re\earch and lor rtpui imµ its fi:i.iing~ 
and acllon1,, to the mvc:,ugator and the 
institution: (ii) for determining which 
pr\.··j~·:..::.. rC"i:J;f"" i'.C\ ii..: \Ji. r, .. ~,c '-,f£t..a 

than annually and which projects 
need verification trom svurces other 
than the investigators that no material 
changt!'~ have occurred since previous 
rRB review; (iii) for insuring prompt 
reporting to the 1RB of propm.ed 
changes in a research activity. and for 
insuring 1hat changes in approved 
research, during the period for which 
IRB approval has already been given, 
may not be initiated without IRB 
review and approval excepl where 
necessary 10 eliminate apparent 
immediate hazards IO the subject: and 
(iv) for insuring prompt reporting to 
the IRB and to the Secretary I of 
urnmlicipated problems involving 
risb to subjects or others. 

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

(d) The Secretary will evaluate all 
assurances submitted in accordance 
with these regulations through such 
officers and employees of lhe 
Depanment and such e:,r;pens or 
consultants engaged for this purpose 
as the Secretary determines 10 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 

1 Reports should be filed lllilh 1he Office 
for Protection from Research Risks, National 
ln,titutu of He.111.h, Ocpartmcr,1 of Hnllh 
and Homan Services, Bc:h~s.fa. MHJl•nd 
2020~ 
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rC\ ,cw pro..:edure~ in light nf thC" 
J'fObahJt' ri~b. and the Sile' Jnd 
<.:0mplcxity of th~ inslitutivn. 

(t·) On the h.isi~ of this l'.'\'all!a!im;, 
rti..: .SC"uctary ma:,· appro\'e or 
di~approvc the assurance. or enter 
inr.i nc y,)liatitins to d,'vclor :in 

a11pr,n ahle ont:. Tht'. Se<.:rcrary may, 
li:11it the period during which any 
particular approved assurance or class 
of approved asi.urances shall remain 
effective or otherwise condition or 
restrict approval. 

(fJ Within 60 days after the dale of 
submis•;ion 10 HHS of an appli1.:ation 
or proposal, an insti1ution with an 
approved assurance covering the 
proposed research shall certify that 
the application or proposal has been 
reviewed and approved by the IRB. 
Other im,lltutions shall certify that the 
application or proposal has been 
approved by the !RB within 30 days 
after receipt of a requesr for such a 
certification from the Department. If 
1he certification is not submi ned 
within these time Jimirs, the 
application or proposal may be 
returned co the institution. 

§ 46.104 [Rekned] 

§ 46. I OS [Reserved] 

§ 46.106 [Reserved} 

f 46.107 IRB membership. 

(a) Each JRB shall bave at least 
five members, with varying 
bJckground!. to promete complete and 
a.dequate review of research activicies 
commonly conducted by the 
institution. The IRB shall be 
sufficient!.)' qualified through the 
experience and expeniac of its 
members, and the divenily of the 
members' backirounds iocluding 
con!ideration of the racial and 
cultural backgrounds of members and 
sensitivity to such issues as 
community attitudes, to promote 
respect for its advice and counsel in 
safeguarding the rights and welfare of 
hurn:m suhje<.:I~. In addition to 

J)<>~~e!>~iP)'. thf' profr,~tt>r,;1' 
ClHLJ'~ !t·r1l·t· riv~ c,'.l;·.r) i,. rl··,·ic,~· 

specific research activ1tic:.. the !RB 
shall hi• ~hk !P :"cert:~::1 th;; 

a~·,;:eptanil1ty ol proposed rt'scarch in 
lerms of 1n•,t11u110nal t.:l)mm11ments 
and regulauons, applicable law, and 
standards of professional conduct and 
pra,::i,;;. Tht. lRB ~hall l111:11:forc 
include perHHIS knowledgeable in 
these areas. If an IRB regularly 
reviews research that involves a 
vulnerable category of subjects, 
including but not limited to subjects 
covered by other subparts of this pan, 
the IRB shall include one or more 
individuals who are primarily 
concerned with the welfare of these 
subjects. 

(b) No JRB may consist entirely of 
men or entirely of \\'omen, or entirely 
of members of one profession' 

(c) Each IRB shall include at kii:.I 
one member whose primary concerns 
are in noni.cientific areas; for 
example: lawyers, ethicists, members 
of the clergy. 

(d) Each IRB shall include at least 
one _member who is .noc otherwise . 
affililltcd with &he institution and who 
is not part 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 has a connicting 
interest, except to provide 
informalion 1e4uested by the !RB. 

(0 An IRB ma)·. in its discretion, 
invite individuals wi1h compe1ence in 
special areas to assist in the review of 
complex issues which require 
expertise beyond or in addition to that 
available on the IRB. These 
individuals may not vote with the 
IRB. 

§ 46.108 IRB functions and 
operailons. 

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

(a) Follow written procedures a~ 
provided in § 46. IOJ(b){4J. 

(n\ F:r.ccr: ~d:,r. oil t'Xi't.,.:it~u 

r,, 1c:w pr,Kcdure i~ U\rd (!>CC 

§ 4fi. l lO), review propo!.cd rc!;.e.irch 
al 1,;unvencd meetmgs at which a 

mo1jori1y of the memher~ of the !RB 
:m· present. including al leas, one 
member whose primary concerns are 
in nonscientific areas. In order for the 
re!.earch lo be approved. it shall 
receive the approval of a majority of 
those members present a, the 
meeting. 

(c) De responsible for reportir,g In 

the appropriate institutional officials 
and the Secretary I any serious or 
continuing noncompfian,e 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 dis.ipprove all research a..:tivities 
covered by these regulations. 

(b) An JRB shall require that 
information given to subje4:tli a.1. pilrt · 

· of infonned consent is in accordance 
with § 46.116. The JRB may require 
that information, in addition to that 
specifically mentioned in § 46.116, 
be given to the 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 . 
documentation of informed consent or 
may waive documentation in 
accordance with § 46. 117. 

(d) An IRB shall notify _ , 
investigators and the institution in , 
writini of its decision to approve or 
disapprove.the proposed research 
activity, or of modifications required 
to secure IRB approval of the 
research activity. If the IRB decides 
to disapprove a research activity, it 
shall include in its written notification 

1 Repons should be filed with the Office 
for Protecriun from Research Ri~ks. National 
ins111u1es ol llcalrh, Ocpanmenl of Heallh 
an<i flurnan .',en·1ees. lle1hesda, Muyland 
20]()~ 
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a ~tJtcmc~t of the reuon· for it:; 
tiec1~1on ,nd j!IH t\1c in, r .. 11g:tor ar 

o1~;,,.in,:n11.' w r..:,pu!.J If, ;,cr~o;, ,H 111 

l h. h ha,e been ,pn1.i-...eJ (5i infonnct.i cnn~('nt will hr 
pr,)pl)i:;a ~ " 1c ... : _ ,...; ... - • -:-d:·· ir~;~.; . .-4 , ... 

wri1ing. 
(c} An !RB ~h::!! conduct 

contm:ing review of rc~arch covered 
hy these regulations al intcr11~ls 
appropriate 10 lhe degree of nsk, hut 
not less than once per year' and shal I 
!,a·•c itUlt.\iill)' tu utJ~Cl"C u1 ha"c- a 
third pan)· obscn·e lhe consent 
process and the research. 

§46.110 Expedited revit,, 
procedurts for certain kinds or 
research involving no more than 
minimal risk, and for minmr 
changes in approved researc~. 

(a) The Secretary has est&bhshcd, 
and published in the Ftdtral 
Rtgisur, a list of catego~s of 
res.e.arch lhat may be reviewed by the 
IRB through an expedited rc:view 
pro~edure. The lis1 will be _am~nJeJ, 
a~ appropriate, through periodic 
rc.:publicalion in the Federal 
Register. 

(bl 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 use the expedited review . 
procedure to review minor cbang~s m 
previously approved research ~urmg 
the period for which approval as 
authorized. Under an expedited 
review procedure, the review may be 
carried oul by the !RB 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 all of the authorities of 
the IRB except that the reviewers may 
not disapprove the research. A 
research acrivity may be disaPrproved 
only after review in accordance wilh 
the non-expedited procedure set forth 
in § 46. l08(b). 

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

. d "''r,rc,r ... tr.' , r -·-- ~·- ~. •·· untfrr 11 e r,ni,;.·i:- urc · . 

(d) 1 i1c ~n.:rct.ir: rnay rt ',ti 1\l, ;,··,·ur1.fance w1tL, and tu llic e.1ttcnt 
suspend, or terminate an i11~1i1ur1on ·s rr-quired by § 46.117. 

or IRB \ usr of the cxpcJ;:, d re,ic.,, (G) Where i1pprnpria1c, tile rtJ.c:i;-ch 
-- t ct plan makes ;,deq_uate provision for prt>ctdure when nece!:isary In rm c 
lhe rights \H welt.ue of suhJects. monllonng Che data collected to 

§46.11 ! ('rittrla for IRR 
approvul of researl'h. 

(a) In order to appro~·c research 
covered by these regulations the IRB 
shall determine tha1 all of the 
following requirements are satisfied: 

( I) 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 
a11y. to subjects, anJ the imponance 
of the knowledge: thal may reasonably 
be expected 10 resulc. In evaluating 
risks and benefits, the IRS should . 
consider onl)'- those risks _1:Dd benefits 
that m;1y result from the research (~s 
distinguished from risks and be~ef1ts 
of therapies subjects would receive 
even if not participating in the 
research). The IRB should not 
consider possible long.-range effects 
of applying knowledge gained in the 
research (for example, the possible 
effects of the research on public 
polky) as among those research risks 
that foll within the purview of its 
responsibilicy. 

( 3) Selection of subjects is 
equitable.· In making this assessment 
the IRB should take into account the 
purposes of lhe research and lh~ 
setting in which the research will be 
conducted. 

(4) lnfonncd consent will be 
sought from each 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 appropriate, Chere .zn: 

adequate prov1 s1c,as to protect the 
privacy of u,bjects ·and to maintain 
the confidel'lfiality of daca. 

(b) Where some or all of the 
subjects are likely to be vulocrablc lo 
coercion or undue influence, such as 
persons with acute or severe physical 
or mental illness, or persons who are 
economically or educationally . 
disadvantaged. aperopriatc Jc!~itional 
safeguards have been included in the 
study to protect the rights and welfare 
of these subjects. 

t 46. i 1l Review by Institution. 
Research c:overed by chese 

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 IRB. 

t 46.113 Suspension or 
t~rminotJon of IRB approval or 
r~search. 

An IRB shall have a.i,'~-~ty:;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 
a statement of the reasons for the 

...i;-JRB 'a .u~ .and Iha.II be Rported 
promptly to the investigator, -
appropriate institutional officials, and 
the Secretary. 1 

I Repon1 1hoold be filed with lhc omce 
for Protection from Research Riskl, National 
h111i1u1cs of Health, Depanment of Health 
and Human Srrvtces, Bethesda, Maryland 
2020,. 
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t· 46. l J4 Coopern tivt res,~:ird:. , 
C(,.ipt'r;,Ovf" re~eard, prp!(·ct•. ;ire 

:riu,c p,1lJeU~. n,,mi.ul) ~llf,)or.e..i 
rhMugh grant!>, contracts, or similar 
;:;;;..r,fcmcr,t.;. ·., \·,i..:h inh,ht 
in~ritutions in addition to th.: grantee 
or pnme ~-ontraccor ( such a\ J 

coniractor wilh the grantee, or a 
subcontr..ictor with the prime 
cn111racwri in such instance:,, the 
grantee or prime contractor remains 
re~ponsible to the Department for 
safeguardi11g the rights and welfare of 
htiman subjects. Also, when 
coopera!i~; institutions conduct some 
or all ,,f the research involving some 
or all cf !h.=se subjects, each 
cooperating institution shall comply 
wich these regulations a~ lhough ir 
recei,·ed funds for its participation in 
the project directly from the 
Department, except that in complying 
wirh 1hci.c regulations in!\titmions 
ma', use _ioinl review, reliance upon 
the review of another qualifit:d IRR, 
or sim!l<t.-arrangements aimed at 
avoidance of duplicauon of effort. 

f 46.115 IRB re(:'onis." 
(a) An instirntion, or where 

appropriate an IRB, shall prepare and 
maintain adequate documentation of 
IRB activities, includlng 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) Minutes of IRB meetings which 
shall be in sufficient detail to show 
actendance at the meetings; actions 
taken by the IRB; the vote on these 
actions including the number of 
mcmhers 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 review 
adi·,ities. 

( 4) Cn;>1(", pf "" C(VTnr0nder,~-l.' 

hct1,~;·i; tr- IP!~ :,nJ the 

1nve-~t1gat,,r.' 
( 5) A list of Urn members as 

1..:4uiri.:J bv ~ .4o ii.J.,(b)(.i). 

(6) Wrillc11 procedures for the IRB 

as requirl'.d by * 46. J03(t,)(4). 

(7) Statements of significant new 
findings provided to subjech, as 
required by § 46. l 16(b)(5). 

(b) Tt1e records required by this 
regulation shall be retained for a1 
leasr 3 years after completion of the 
research. and the records sha II be 
accessible for inspection and copying 
by amhorized representatives of the 
Department at reasonahle times and 
in a reasonable manner. 

f 46.116 General requirements 
for 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:::tu1tty··urecn~· 
llformeill:mtB.Uu1Uhuubjcet--·ot111e 
@bjci:f's legiUy ~u~ 

J mativc. 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 that minimize the 
possibility of coercion or undue 
influence. The information that is 
given to the subject or the 
representative $haj!)>e .. in language 
understandable Jo_ ~~ .. 5ubject or the 
represcntativc,)cJ~.~f~rmed consent, 
whether oral or. wriucn, may include 
any eiculpatory 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 secrion, in 

;.c:,.1-. Hlf informed con;.cr,I rt.r 

pro\"1ded to each subJecr: 
'
1 

;':. fl) A statement that the ~tudy 

involves rcsca1'"11, ao explana1ion of 
lhe purpose~ of the res:.":!'.d1 and the 

~ expectc:d duration of the subjecl 's 
participation, a description of the 

~ procedures lo be followt>d, anrl 
1 identification of any procedures 
~ which are experimental; 
,.i lllifl/f A description of any reasonably 
.f foreseeable risks or discomforts to the 
.-, subject; 
; · _.,, A description of any benefits to 
,1 the subject or t? others which may 
' reasonably be exp,:ctcd from the 

~res~;tfh; 
. ,r4rA disclosure c,f approprinte 

~ alternative procedures or courses of 
· treatment, if any, th::t mighl be 
; advantageous to &he subject: 

.-..,.if A statement describing the 
, ex rent, if any. to which 
confidentiality of record~ identifying 
the subject will be maintained; 

, ,1//t For research involving more 
than minimal risk, an explanation as 

, to whether any compensation and an I,.,; A 
, explanation as to whether any 

medLCal treatments are available if 
injury occurs and, if so, what they 

' consist of, or where further 

in~.o ation n,ay be obtained; 
.,fllr 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 
, JI/If 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 clements of 

informed consent. When appropriate, 
one or more of the following elements 
of information shall also be provide<.: 
to each subject: 
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,,1 

. : I·:,~, !>viTIC C'r ill etf llie 

: • i u,: (ll"~·~J n•:,.v r,r ~_.. t 

.. ,,ovr, or wai\'e the 

w,n[~ to obtain informed 
. · l'rnviJcJ the IRB (1nds and 

· ,".lit, that: 
f h~ research involves no more 

,n111imal risk to the subjects; 
·11ic waiver or alteration will 
• <"hdy a!lcct the rights and 

.:c 111 the subjects; 
•· , The: research could not 

,q1hly be carried out without the 
'-' 01 alteration; and 

· Whr-never appropriate. the 
'· 1·. will be provided with 
,»u.i1 pertinent information after 

4 ' .:ipation. 
.. • Tiu:: infonned consent 

< · ,re1ncnts in these regulations are 
•· 1-· :utended to preempt any 
•· '' '' ,;abl,.. federal, state, or local laws 
l~·.· &; rt!quire additional information 
.. :. 1foclosed in order for informed 
· · · - lit to be legally effective. 

Nothing in these regulations is 
' .llt'J to I imit the authority of a 

"" ,..:iilll to provide emergency 
1·" I .L·.al 1:11re. to the extent the 
uir· i .,ician is permitted to do so under 
t1li I '.cable federal, state, or local law. 
1\f'/ ' 

/'. J J? DocumentatJon or : 
I ,1 ,;,msd consent. 
t,11; .'_, E:\tept as provided in 

{:· 1,n1ph (c) of this section, 
t•i'I' ,:,_med consen1 shall be 

I .· . 
111 ~men&cd by the use of a written 
11 .. , l"nt form approved by the IRB 
1 

··"' ~.ignt'd by the subject or the 
.. uJ . .:i.:l 's legally authorized 
,.,, I ,JLCrlllUive.e W!liifflii~i\(cl 
•• f• l' .. rmn,;snmmUtifin. 
V,~ as provided in 

l~):raph (c) of this section, the 
11

,
11 ,i;Jll fonn may be either of the 

,YU; win~: 
h·'h i A Wr!tten consent document 

\ 1 i:mhod1es the clements of . 
1h 1! ;,1u:d consent required by 
\\llfh I ~6. This form may be read to 
\ ; J>bJect or the subject's legally 
1h 1·, ... 1 • b . ..,.. 1.,1r •·u representative, ut in any 
.,,d · r. tht- investigator shall give 

· , lht' ·rnhject or the represt>ntative 
.1 

adequate opp,:>rtur.1ty to rod ii before 

(2) A'..'shon form .. written 
consent document stating 1hat the 
elcmemi of informed consent 
r~iuired by I 46.116 hue beer 
presented orally to the subject or th~ 
subject's legally authorized 
representative. When this method is 
used, there shall be a w11ncu to the 
oral presentation. Also, the IRB shall 
approve a written summary of whal is 
to be said to the subject or the 
representative. Only the shon form 
itself is 10 be signed by the subjccl or 
the representative. However, the 
witness shall sign both the ·short fonn 
and a copy of the u1mmary, and the 
person actually oouuning consen, 
shall sign a copy of the summary. A 
copy of the summary shall be given co 
the subject or the representative, in 
addition lo a copy of the · 'short 
fol]!l, .. 

•·""'X"""n ..... ·-1it ... B__,.,m~a-y_w_a~l-ve~· -re-e' 
~nf1orffie'tnvestigiior"lo 
~gn't! c'onse'n1 form ror•e 
w,ruwe!Ut:Itt'.inds elihlr: 

(l) 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 confidentiality. Each 
subject will be asked whether the 
subject wants documentation linking 
the subject with the research, and the 
subj ct ·s wishes will govern; or 

( •.• ,, .. ,.., 
-r~Io 
-~~~ n · ly 
JHbt 

es where the documenlation 
requirement is waived, the IRB may 
require the investigator to provide 
subjects with a written statement 
regarding the research. 

I 46.118 Applications and 
proposals lacking definite plans for 
ln't'olnment of human subjects. 

Certain types of applications for 
grants, cooperative agreements, or 
contracts are submitted to the 
Depanment with the knowledge that 
subject:, may be involved within the 
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~t!,·l1-.i,1un or proposal. These 
rndude activities such a~ institutional 
._, 1,, 1,:1..1111~ (including bloc grants) 

v. !tl:r,: ~.::lecllon of spc:cific projc-cts is 
th. msutution 's responsibility; 

re~earch !raining grants where the 
;.c11vi1ie.s involvin!? subjects rcmai;, 10 
1.,, ,c lcc!cd; anrJ proJeCb in which 

human subje1.:1s' involvemcn& wili 
depend upon completion of 
in~rrumc:nts. prior animal studies, ,,r 
rurificaliun of compounds. These 
applications need nor be rt'VH~w~d by 
,m !RB beiore an award may be 
made However, except for resc;:u.:h 
1.frscribed in § 46. IOl(b), no human 
subJt:CIS may be involved in any 
project supported by these awards 
until the project has been reviewed 
and approved by lhe IRB, a.s provided 
in these regulations, and certific:uion 
:.1Jhrn1ttcd to the Department .. 

§ 4ti. I 19 Research undertaken 
without the intention of involving 
human suhjects. 

In the event research (conducted or 
funded by lhe Department) is 
undertaken without the intention of 
involving human subjects, but it is 
later proposed lo use human subjects 
in 1he research, the research shall first 
be reviewi:d and approved by an lRB. 
as provided in these regulations, a 
certification submitted to the 
Department, and final approval given 
rn the proposed change by the 
Dep:inrncnt. 

§ 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 
t!'mployees of the Department and 
~ui..:h expens and consultants as the 
Secretary determines to be 
appropriall·. This evaluation will lake 
into consideration the risks 10 the 
~ub 1,·~·1\. tht' adcqu:-.,y of protection 
J!'...11r1,t tht',e n,b. the pmential 
bl'r,_.._,.: it·.) df tbc prdpO~.!d rc.,carch ttl 

the ~uhJt L 1, arnJ ot11rr~. and t~'.e 

Jn;r,··:;~q,l_ I', t:,~ t rll>~ lcdrr !'. ... ' t• ... 
gained. 

(h) Ou lite basi\ of tlii~ ev:1l11ati,,n. 
the Secrc:1ary may approve or 
disapprove the appli1:ation or 
proposal, or enter inro negotiations to 
develop an approv~hk one. 

t 46.12! lnvestigstional new drug 
or device JO.day delay rtquirement. 

When an insritution is required to 
prepare or to submit a certification 
with an application or propo~al under 
these regulation~, and 1he appl icarion 
or proposal involves an 
investigational new drug (within the 
meaning of 21 U .S .C. 355(i) 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 1he certification. The 
institution shall also state whe1her 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 1ha1 the 
sponsor continue 10 withhold or 
restrict the use of the drug or device 
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 Depanment will not 
consider a certification acceptable 
until the institution has submitted a 
statement 1ha1 the 30-day interval has 
elapsed, and the Food and Drug 
Administration has not requested it to 
limit the use of the drug or device, or 
thal the Food and Drug 
Administration has waived the 30-day 
interval. 

§ 46. J 22 Use of ft'deral funds. 
Federal funds administered h\· the 

Di:panment ma} nut be t"Xpc-nJ~tl f<ir 
research involving human suhjects 
unle\S the rcqu1remcrH l•f thc,t: 

ro'.L:a1,ons. inchidin: :,Ii q1/ ;-,::·•· .J 
ti.,·,~ regu1111iuP~. h.::vc km ~atrs\:cJ. 

§ 46.12.J Early ltrminalion of 
reseurch funding; cniluation of 
subsequent upplicaliom; and 
proposals. 

(al The Secretary may require that 
Deparlmcnt fundin1• fnr :,ny pr01-:c1 
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 ma.king decisions ahour 
funding applications or proposah. 
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 (a) of this 
section and whether rhe applicant or 
the person who would direct the 
scientific and technical aspects of an 
activity has in the judgment of the 
Secretary materially failed 10 
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 10 or al the 
time of funding when in rhe 
Secretary's judgment additional 
conditions are necessary for the 
protci.:tion of human subjects. 

Subpart B-Additional Protections 
Pertaining to Research 
Developmt'nl, and Related 

··-Attlvltt_!~ Jri!oivlng Fttuses, :• 
PreananC .Women, and Human In 
Vitro Fertflizalion' 

Sou11n: 40 FR 3JS28. Au~. 11. 1975. 4'.\ FR 
17511, JJnuary 11, 19711, 4.1 FR 
.51.5.59, November 3. 19711 

§ 46.20 J Applicability. 
(.t) The rcgula1ions in this '>ubpart 

are appl1cahk'. to all Department ,)f 
l!eJl!h, Education. :ind \Vdhr,· 
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•n 11rne ro t1m<.". takin):! intu 

fiiedi.:al ach illlCt'~, pun! i\h in 
· ·,r RAI. R 1:G1~1 ER r;uidc!ine\ 

' in dctcrrnin;nr <whe!hcr a 
, \ 1aolc for purposes of th is 

· r • If a fetus is viable after 
··. it is a pr:-m:i111rr 1flfan! 

Nonviable fetus·· means a 
.1 utero 11r·hich, although living, 
viable. 
Dead fetus·' means a fetus ex 

,,h ich e"hibits neither 
•. at. spontaneous respiratory 
1 • spontaneous movement of 
11) muscles, nor pulsation of 
hilical cord (if still attached). 
I II vitro fertilization" means 

,·1ilization of human ova which 
outside the body of a female, 

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

: · •4 -' Etbkal Advisory· 
Bv,. . •. , 
SL , 'ue or more Ethical Advisory 
sh .. · shall be established by the 
wiH ·\ '·1?)'. Members of these board(s) 
m;;,.: ' • so selected that the board(s) 
rel• , '': rompetent to deal with 
Cll.<1. '''. i. legal. social, ethical. and 
ph;,: J ;ssues and may include, for 
so;.;1, - , \\1i, research scientists, 
eth1,_, , i1,11s, psychologists, 
the ,,.;,~ :::·i:ists, educators, lawyers, and 
ma:, ·\, -, . as well as representatives of 
.of th, . '!ral public. No board member 
Ed 1., • a regular, full-time employee 

( ~. 1 ',·partmcnt of Health, 
the ~ \, 11, and Welfare. 
renJ.., •, the request of lhe Secretary, 
90h,. _ · ·: al Advisory Board shall 
Jts h..: .•.. ·dvice consistent wi1h 1he 
.iK'll ~ _ ·· : and requirements of this Part 
A"»i~.:,: > 1. •cal issues, involving -, 
pror,~-, ,.. l·overed by this subparl, 
ti; t~ \'., individ~~I applications or 
crnJ1.: · ,: ,,., . In addition, upon request 
awh,. \ ~~cretary, the Board shall 
p-.•h,.. ·vice as to classes of 

fi.;. ·;, . ons or proposals and general 
""','° 1 

•. r~1idelines, ~,nd procedures. 
-, ·ard may establi~h. with 

ell of the Sl·cretary, classes 
'tl:IS or proposal;; whi.;;h: 

--- ----- ---
ti' t,L;q he su·,n,,ttcd to th~ hoard, 
or (2) net:d nol bi:: !!Ubmittcd to the 
ffo;,rJ Wht"re 1he Boan; so 
eMabllshes a cl.us of applications or 
propo~als which must be submitted, 
no application or proposal within the 
class may be funded by the 
Dqi:i.rtment or ar:y component thereof 
until the application or proposal has 
been reviewed by the Board and the 
Board has rendered advice as to ill 
acceptability from an ethical 
standpoint. 

(d) No application or proposal 
involving human in vitro fertilizacion 
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 ol the 
lmdtutlouJ'Jteriew ·Boards In 
connection with activities 
Involving retuset, pregnant 
women, or human in vitro 
rertilizadoa. 
(a) In addition to the 

responsibilities prescribed for 
Institutional Review Boards under 
Subpart A of this part, the applicallt 's 
or offeror's Board shall, with respect 
to 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 
applicanl 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 secured either by 
approving induction of each 
i11div1dual into 1hr a,tiv11y or 
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• 111J~.;U:.,;: vf imii;,iJuai~ inw ~he 

a..:t:vu:, are beiny !0Ho"'ed, ;lr!d (ii) 
monih>ring the pwgress ot Ill·: 
;1ct,v!IY ;rnd intervcr.rn!-' as ncce~:-ary 
throu1d1 ~uch step~ as vi,iss 10 the 
aciivicy site and continuing evaluation 
lo d~!crmine if any uri~nticipated 
ns~, have ariM:n); 

(3) Carry out such orh,r 
responsibilities as may be assigned by 
the Secretary. 

(b) No award may be issued until 
the appli,·ant or offeror has CC'.rtified 
to the Secretary that the Institutional 
Review Board t;a,, ma.:.!e the 
detenninations required under 
paragraph (a) of this section and the 
Secretary has approved these 
detenninations., as provided in 
§ 46.120 of Subpart A of this part. 

(c) Applicants or offernrs seeking 
support for activitie~ covered by this 
subpa.ri must provide for Ute 

dl"signation of an lnstitutwnal Rc,·iew 
Board, subject to approval by the 
Secretary, v,here no such Board has 
been established unJer Subpa11 A of 
this para. 

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

subpart is applicable may be 
undertaken unless: 

( I) Appropriate studies on animals 
and_ nonpregnant individuals have 
been compkted; 

(2) Except where the purpose of 
the act111ity is to meet the health 
nt."eds of the mother or the pa.rticular 
fetus, the ri!>k 10 lhe 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, mdhod, 
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.reatcr 1•1~n minimal risl 
to the fetus or the pregnant wom,rn 
"'d I hr introduced into 1hr prncrdure 

L,r term11)at1P•! th•: p;c-r•nnc~ \n:: !, 
i,1 the i11i ." ()r llir .,•. ll\ it·-. 

, b) No inducements. monetary or 
othcrwis,. may hl offcrt"u to 
terminate prqmancy for purpose~ of 
the activicy 
(40 FR 33528. Aug. 8. 1975. a.~ amended at 
40 FR :'1163!1. Nov. 6, 197.5) 

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

involved as a subicn in an activity 
covered by this sut,11art unless: (I) 
The purpose of the activity is to meet 
the heallh m:ed~ of the mother and the 
fetus will be placed at risk only 10 the 
minin1um extent necessary to meet 
such needs, or (2) the risk to the fetus 
is minimal. 

(b) An ac1ivit~ ~·ermined under 
paragraph (aJ of this section may be 
conductecl t'n!y if the mother and 
father are legally competent and have 
given their informed consent after 
having been fully informed regarding 
possible impact on the fetus, except 
th.at 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 
reasonably be ascertained; (3) he is 
not reasonably available: or (4) the 
pregnancy resulted from rape. 

§ 46.208 Activities directed 
toward fetu~~ 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 at 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 
impottanl biomedical knowledge 
which cannot be obtained by other 
means. 

(t.} An ac1ivity permitted under 
paragraph (a) of this st,ction may be 
c,;iiJuctcd only if the nwthcr and 

f..;thn arc le rally c,:irnpe1er.1 anu h,n e 
i':1 ci. :1,( :r 1nLirn1ul c.ra~cr,t. c.t.ccp1 
that the father's consent need nni be 
~f'i.:Urt'.'d if· (I) Hi, identity or 

whereabouts cannot rea~onahl; be 
,1~,.-,:riamcd, (2) he is not reasonably 
available, or (3) the pregnancy 
resulted from rape. 

t 46.209 Activities directed 
toward fetuses u uttro, 
including nonviable fetuses, as 
!'IUbjects. 
(a) Until it has been ascertained 

whether or nol a fetus ex utero is 
viable, a 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 nom·iable fetus may be 
involved as a subject in an ac1ivity 
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 cannol 
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 extent 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~ccr1a1ncd, (2) he is 
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nnr rt":irnnahly availal;le. Of(~\ t!1:: 
prq·nancy :c.t;!trli frC>;,1 r;1f•L 

§ 46.2 IO Acti¥itie~ inrnf, in!,: lhi: 
rlt·»d fetus. frta! m:::trri,1, ,., !hf 
pla('enta. 
A,:tivities invvhing (he dead f;;iu~. 

mo1scera1ed fetal m:.ltcr:al. ,:, ..:di,, 
tissue, or organs excised from a dead 
fr111, ,hafl ht> cnnd11,"r,,,i "''':· :;: 

acl'.ordance with any applicable Stale 
or local laws regarding such 
at·tivities. 

§ 46.211 Modification or "'1tiver 
or sperinc requirements. 
Upon the request of an appl icam or 

offeror I with the approval of its 
lnstitutiona·I Review Board), the 
Secretary may modify or waive 
specific requirements of this subpan, 
with the approval of the Ethical 
Advisory Board after such 
opportunity for public comment as 
the Ethical Advisory Board considers 
appropriate in the particular rnstance. 
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 
suh1ect and the importance of the 
knowkdge Ill he gained as to warrant 
sul'h rnoJificallon or waiver and lhat 
such bcndits cannot be gained acept 
through a modification or waiver.· 
Any su.:h modifications or waivers 
will be published as notices in 1he 
F f.L}HIAI. R EGISH R 

Subpart C-Additional Protcictions 
Pertaining to 8iomediatl and 
Beha,·ioral Research Involving 
Pri,onen as Subject5 · 

S,,urce: 43 FR 536H. Nov 16. 19n 

§ 46.301 Applicuhility. 
(a) The regulations in this subpart 

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

I b, Nothing in this subparl shall he 
construt"d as indic:iting that 
~·t,mpliancc wirh the procei.iures ~ct 
forth hcrcin will a111horiie ri:scar..-h 
in\l'l\in~~ prt\oner~; a.~ \ubjeL'i'.,, h_! thi.: 
c.\tcnt ,uch rcscan·h i~ limited tH 

h,nrc.l h_v .q-,plicabk S1;11e or lo:1l 
!a\l.. 

(l; T:ie r('iUIICliH:r;t, o! this 
~ut>rar1 are in add11inn to those 
imr[1,c,! .;:,.;er :he v:!11.:1 ~ubparis of 
this p:-:rt. 

§ 46.302 Purpu~. 
lnasrrruch as prisoners may he 

l!'.:-.!:.'.r ~nr.stra.r,t~ bu:<1u!'>c ol their 
incarceration which could affect their 
ability to make a truly voluntary and 
uncoerced decision whether or 1101 to 
participate as subjects in research, it 
is the purpose of this subp:1rt :;:; 
provide additional safeguards for the 
protection of prisoncis involv,,J in 
activities lo which this subpart is 
applicable. 

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

Secretary of Health, Education. and 
Welfare and any other officer or 
employee of the Departmcr,; of 
Health, Educ.1twn, and Welfare to 
whom authority has been delegated. 

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

. (c) i''Prisoner" means any ·~ 
~individual involuntarily-confined ot 
ditainc,nn a penal institution:; The 

" .. ·;,,\- . .!,, t ,'-t",'>-, , I• •" ,r 

.. ICrm 1s intended to encompass : 
. individuals· senten·ced 'io such an 
instirution under a criminal or civil 

:·~bltute. tnct'ividuai;' detained in oth~r 
t~i_li~ies~ by, .. yirt~e .of Sta\Ut~S <}f ,: 

'commitment.procedures. which.c 
provid~:arf~tives :.tc(crimi nal.· 
proje~uffo~· .. ~r fncafccration· in wa . 

i ~nal instit~tion, p~ _individuals 
detained JICflChna arraignment. trial, 

#' ... • ' ..... 

or sentencing. :, · · 
(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. 
d~ntal. nr psychological cxaminat ion 
ot hcalthy persons: 

§ 46.304 Composition of 
Institutional Review Boards 
\\hen, ptb.uncrs are involn•d. 
ln additi,,n t•' satisfying Che 

requiremc-r,ts 1n § 46.107 of thi, part, 
3n lr1'lit1it1,,nJi t.'.,:-\·icw Ru..:r.J, 
carrying out responsibilities under 
th is part with respect to research 
covered by this subpart, sh al! also · 
meet the following specific 
requirements: 

.. ! 

(a) A majority of the Board .• ·- •.lf~ 
(exclm:ivc 'or pd!,;ner memltcrs) ,hal~ 
have ·n·o association with the prison(a}f 

; . . . _, ... , - .. ,* . 

in~lved, .apart froRJ dl~it "~· .._ ... J~. 
membership on the Board: · ~*'it 

(b) At least one member of the~ 
•• · ...... \,rt-; _' ,•· r ~._;, 

~o~!.<t~~al !..J?; ....S,!'~~~cr .• . o.!-J ~. _ 
p'iibicf. iepresentati~~ith · ,. -'. 
appropriate background and . ':.,t 
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 Addlt!i)nal duties of the 
Institutional Review Boards 
where prisoners are involnd. 
(a) In addition co 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 
that: 

(I) 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 participalion in the research, 
when compared to the general living 
conditions. medical care, quality of 
food, amenities and opportunity for 
earnings in the prisoo. arc. not of 1ucb 
a magnitude that bii. or her abilicy to. , 
weigh the·risk~ o{ _the research against·~ 
the value of such· advantages in the 
limited choice environment of the 
prison is impaired: 

(3) The risks invotved in the 
research are commensurate with risks 
1ha1 would be accepted by 
nonprisoner volunteers: 

( 4) Prol'.edures for the selection of 
subjects within the prison are fair to 
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a'! ri1~,:1~er~ ~nd u;~ml!ne- !r.·~i: 

r'.,1u _ ~- 1;:::·r-.·c (,[.[{'~! !·~ ~1 ri\, 1 '-

. • u 1,., ,r,A t autl,;Hll!C:) or prisoner:.. ~·--··, ,,,. 
principal invesu,:alor pro~1des to thr 
µ '"''• ;"!.!;fication in writing. for _, .... ,....,JU ... 

foflowin~ som~ other prO<'euures, 
control ,·ubjc.cu. muu be selected 
randomly from the group of a\'ailablt 
ptnonc:-5 who mcel the charact,~risurs 
nc:-cded for that particular research 
proje[I; 

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

f6) Adequate assurance exisl~ that 

· parol~ ,bolf.d4}4H npf ji;.c)QfC', 
account , -priaoner 'w panklpatkm in 
the research in making decisions 
regarding parole, and each prisoner is 
clc,1rlv informed in advance that 
participation in the research will have 
no effect on his or her parole; and 

(7) Where the Board finds there 
may be a need for follow-up 
examma1ion or can: of participants 
after the end of their participation. 

adequate 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 fact. 

(bl The Board shall carry out such 
other duries as may be assigned by 
1ht: Secretary. 

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

§ 46.306 PemdUNI research 
~ .,, .. ~. •• . .J 

lnYolvin& prbonen.· 
(a) Biomedical or behavioral 

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

( J) The institution responsible for 
the...conducr of the research has 
certified to the Secretary that the 
ln!>1itutional Review Board has 
approved the: rc~cai,~h under § 46.305 

of th, subpart; and 

( ~) !:i ,he judgment of the 

Snrc;iry tilt pmp,i.1,ed roe;.n, ti 
rr\ c·, c'" ~ .11 ··!v tr'~ fc!!~1 ·.\ 1r.~· 

(A) Stu.!y ot the poss1hle caus;:s. 
t·:J:..·~·ts. :1nd pr,)rr(.~r· .. of 
incarcerauor., and of criminal 
bch;,\·;or. pr~wided that the study 
p1..::.ems no more than minimal risk 
and no more than inconvl!'nienl·e 10 

(B) 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) i<eseurl·h un n.mdi1ions 
partirnlarly affecting prisoners as a 
class (for example, vaccine trials and 
other research on hepatitis which is 
much more prevalent in prisons than 
elsewht!'re: and research on social and 
psychological problems such as 
alcoholism, drug addiction and sexual 
assaul!s) provided that the study may 
proceed only after the Secretary has 
consulted with appropriate experts 
including experts in penology 
medicine and ethic~. and published 
notice, in the FEDERAL R EGIS1 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 
consistenr with protocols approved by 
the IRB to control groups which may 
nor benefit from rhe research, the 

study may proceed only after the 
SL'Cretary has consulted with 
appropriate experts. including ell perts 
in penology medicint.' and ethics, and 
published notice, in the F EDE.RAL 

R EGISHR, of his intent to approve such 
research. 

(b) Except as provided in 
paragraph ( a) of this section. 
biomedical or behavioral resean:h 
conducted or suppc1r!t:d by DHEW 
shall not in\olve prisoners as 
suhjc>c!s 

S .. bpa;t I>-Aoc'Jtic1·n1id ProtttUor-.1 
fl,,; (l.w;lr..- ... u.v.i..!TClli a;l ~ubjectY. hi 

bNm:h. 

Source: 4S FR 911&. March 8, 1983 

§ 46.401 To what do tbeae 
r<'~•lstion1 apply? 

( .. ) This subpart applit:$ to all 
re--~ch involving children as 
subj~ts. conducted or supported by 
th,.- l 'epartment of Health and 
Human Services. 

( 1) Thii, includes research 
conducted by Department 
em1,loyees, e1ccpt that ellch head of 
11n ( )pcrutiug D1viNio11 of lhc 

Department may adopt such 
nonsubstanti ve, procedural 
modification, u may be appropriate 
from 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 appropriate 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.lOl(b) 
are applicable to this subpart. 
Exemption (4), research involving 
the observation of public behavior, 
listed at § 46. IOl(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. IOl(b) docs 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 
§ 46.101 of Subpan A arc applicable 
to this subpart. 

§ 46.402 Definitions. 
The definitions in § 46. J02 of 

Subpart A shall be applicable to this 
subpart as well. In addition, as used 
in this subpart: 
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crni:,enl lo trealmen1s 01 proccJures 
involved in the rc:.carch. undt>r the 
arr '.;:::?.h!c l::w vf the ju, i:illiction in 
which the rt"sr:irrh wi!! he· 

nmducted. 
(b) "Aueoi" meant a child's 

affirm,.rive agreement to nartk:ipati· 
in research. Mere failure to object 
&hould not, absent affirmative 
agreement, be construed as assent. 

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

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

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

§ 46.403 IRR duties. 
In addition to other responsibilities 

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

§ 46.404 Jle11earclusotia,old11& 
areatei'"t1w1 miDimal risk.. -· 

HHS will 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 R.esearcll IHolrin& ll'Qter 
~ mtnhnal risk but preseatfna the 
prosptet at direct 'beaeftt to the 
hadhidul mbjectl.. 

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 subjet.:t, or hy a 

mon1t(H n,~. rro,:edun.· that j\ liLcly to ~ .U.407 Research not otber,..ls.: 

011ly ii the IP..B finds thJ.L 

(") Tk ii~~-i. _iu<:tif:-·d t,y the 
anticipated be1icfll to the subjects; 

(b} The: relation ,1f the anticipated 
benefit to the nsk is at least as 
favorable to the subjects as that 
prcsentcd by avJ.ilabl(! alternative 
approaches; and 

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

§ 46.406 Research hwoMna ife&ter 
than minimal risk and no prospect of 
dirttt b.eltcftt to indi,iduaJ subjects, 
but likely to yield generalizable 
knowledge about tbe subject's disorder 
or condition. 

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 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 
situaliom,; 

(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) Adeq1iate provisions are made 
for <;olicitin; ,ts'.;cnt of the children 
and permission of their parents or 
guardian::., ::;s :;ct forih in § 46.40S. 

i.i,~rt,, able which pres.cuts an 
opportunity to undentand, prennti or .~ 
e!ktii?te 2 ccricus problem affecting 
the health or "clfare of child.rea. 

HHS will conduct or fund 
research that the IRB docs not 
believe meecs the r"quirements of · 
~ ~ 4t..404, 46.40~. ur 46.406 only if: 

(a) The IRB finds that the research 
prCM:nts a reasonable opportunity to 
further the understanding. 
prevention, or alleviation of a serious 
problem affet:ting the health or 
welfare of children; and 

(b) The Secretary, after 
consultation with a panel or experts 
in pertinent disciplines (for example: 
science, medicine, education, ethics. 
law) and following opportunity for 
public review and comment, has 
delermined either: (I) That the 
research in fact satisfies the 
conditions of § § 46.404, 46.405, or 
46.406, as appJicable, 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 or children 
and the permission of their parents or 
guardians, as set forth in § 46.408. 

I 46.408 R~b for 
permia.Coa •1 parenta or guardiant 
aad for RINllt by chUdren. 

(a) In addition to the 
determinations rcqu.ired under other 
applicable sections of this subpart. 
the IRB shall determine that 
adequate provisions arc made for 
soliciting the assent or the children, 
when in the judgment of the IRB the 
ctwdren are' capable of providinJ 
assent. In determining whether 
children arc capable of ~senting, the. 
IRB shall take into account th~ ages,; 
maturity, and p!)'Chological state of G 
the chtld:ren involved. This judgment 
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··~ m:::J!" for all ch;!drcn to be 

.-1lar protveol, or for c3ch ~hild, 
• ti .. IRB de-ems appropriate. If the 

·tttermlnh th::lt the C'.!:1~bility of 
· or all of the children is sn 
··:d that they cannot reasonably 

,l _onsultcd or that the intervention 
'· · ; occdure involved in the 

; , ch holds out a prospect of 
... · t't benefit that is important to the 
h,,.1 !th or well-being of the children 
lL is available only in the context of 
• '· · · 1 es~arcb, the assent of the 
f, idren is not a necessary condition 
I- · proceeding with the research. 
u. · :n where the IRB determines that 
lL. s.ubjccu arc capable of uscnting, 
n,,. lRD may ,till waive th:. ~,;cnt 
\\ ~.1,tircment under circ11rn1tances in 
L. •1;h con&ent may be waived in 

\\.;:H'd with I 46.116 of Subpart A. 
d, ";) In addition to the 
a1 , ,:m1inations required under other 
tt,. ,tcable s.ections of this subpart, 
"" · IRH shall determine, in 
th. · .,,dance with and to the extent 

.. SL,· i.:on~nt is required by§ 46.116 of 
ar., ,.,,,irt A, that adequate provisions 
01, " made for aolicitin& th~ permission 
\\ I, •'ach child's parents or auardian. 
ob. 1 ~re parental permission is to be 
~'i uncd, the lRB may find that the 
fl)! · 'li'>.-.ion of one parent is sufficient 
I§ · 1 esearch to be conducted under 
i!»' 16.404 or 46.40.S. Where research 
and .,wered by § I 46.406 and 46.407 

permission is to be obtained from 

deccru...~. u11knov,,1,, 111(:umpctcn!, or 
n;Jt rcasonabiy :,\.a.ilahlt\ nr µ·h~n 
only one purt:nt. ha., !cpl 
respon!lihiht y for th;.-c.a.r<: 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 for 
conditions or for a subject population 
for which parental or guardian 
permission is not a reasonabie 
requirement to protect the subjects 
(for example, neglected or ahusro 
children), it may waive the consent 
requireme~ts in Subpan A of this 
part and paragraph (b) of this section, 
provided an appropriate mechanism 
for protecting the children who will 
participate as subjects in the research 
is substituted, and provided further 
that the waiver is not 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 IRB determines that 
assent is required, it shall also 

detcrn111,e ..,, h~t'lf'r imd how O..\J.Cnt 

§ 46.409 Ward.1. 
(a) Children who uc wards of the 

.;.ate or any other agency, institution, 
or entity can be included in research 
1!:'p!0~'ed unde:- ! ! 46.406 o, 46.407 
only if such research is: 

(l) Related to their S.iatus a: wards; 
or 

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

(b) If the rc.--search is approved 
under paragraph (a) of this section, 
the IRB 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 locu parcntis. 
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 rescacch 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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HU~1AN SUHJECTS 
Minimum Criteria h.!rntif)ihh ilu: 

Viable f('tUs 

On March 13, 197.5, regulations 
were puhli~hed in the F ED'lRAI 

k 1:c;1s11:11.14u fk 11854) relating to the 
protection of human subjects in 

resrarch, development, and reh.red 
activities supponed by Department of 
Health, Education, and Welfare 
~rants and contracts. These 
regulations are codified at 45 CFR 
Pan 46. 

NOTICES 

n~c·"·hl"re 111 thi~ i~·u~ ,,f th:-

r l:I.JLkAI. R [(,!STER, the Si:lrrtary 
i~ ;::::rnJin~ .15 CFR P.,11 4h by. 
among orhrr thing~. adding a ni::.,,. 
Subpart 8 to provide additional 
prnt~t"!lt'!'l'., p··nainmg 10 r"'~:::?r. h. 

dfvelopmeut. and reiared a,·1ivities 
involving fetuses, pregnant wom~n, 
and in vitro fertilization. 

Seclion 46.20J(d) of Subpart B 
provides in1er alia as follows: 

The S"rc:tary mily from lime 10 lime. 
raking in10 1ci:'oun1 medical adnncrs. 
publish in !he F EDEIAL R lGISHll 

;1ui.J~l1Ac, 10 U"SI Ill dtlt'Hr11nir.r l''hCth~r i 

fr1u, 1s viable for purrosn of thll ,ubpart. 

This no!ice is published in 
IKTDrd:w:e with ~ 46.20J{d). For 
purposes of Subpar1 B, the guidelines 
inJ;c arinr rhar ? fetus other than ;;i 

de.d fetus wi1hin the meaning of 
§ 46.203(0 is viable include lhe 

follow in!?: 
an c,11ma1ed ges1a1ion.d age: o( 20 weeks or 
more and a body wcighl of .SCIO gram, or 
more. 

FEDERAL RFGISTER. VOL •o, 
AUGUST I, 1975 

U.S. GOVERNMENT PRINTING OFFICE 1983 0 - 406-7S6 
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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 experimentation is conducted by or on behalf of 

a DoD intelligence component. This procedure does not apply 

to experimentation on animal subjects. 

B. EXPLANATION OF _UNDEFIN~Q_I~~MS 

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

testing activity involving human 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 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. 

\ ?,, l 
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3. Hu~~~subj~£..£..! in this context includes any peison 

·.-,hether or not such person is a United States person. 

C. PROCEDURES ------

1. Experimentation en human suQjects 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 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 (DAMI-CIC), WASH DC 20310.J 
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